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(54) ANALYZING CARTRIDGE AND LIQUID FEED CONTROL DEVICE 


(57) An analyzing cartridge of the invention has a 
plurality of reservoirs and capillaries connected for com- 
munication between these reservoirs. And, the analyz- 
ing cartridge is provided therein with a reagent required 
for analyzing, and the reservoirs are provided with open- 
ings leading to the outside of the analyzing cartridge, in 
which the openings are covered with vents each con- 
sisting of a gas-permeable/non-liquid-permeable, hy- 
drophobic, porous membrane. 

The analyzing cartridge requires only trace 
amounts of a sample and a reagent and no mainte- 


nance, and is suitable for POC analysis or the like. Also, 
the analyzing cartridge is provided with a non-fluid rea- 
gent in the reservoirs provided with the vents, thus mak- 
ing it possible to formulate a very trace amount of rea- 
gent solution in the analyzing cartridge by injecting a re- 
agent dissolving liquid into the reservoirs immediately 
before analyzing. 

Also, the liquid feed control device is attached to the 
analyzing cartridge, and allows or regulates the entry/ 
exit of the gas via the vents, thereby controlling the feed- 
ing of the liquid between any of the reservoirs via the 
capillaries. 


FIG. 9 
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the like to let the liquid reagent leak through, and mix and quantitatively react with the blood sample is also disclosed. 
For example, in the cartridge for measurement of hemoglobin A1c (HbA1c) of Japanese Patent No. 2790359 (Boe- 
hringer Mannheim K.K.), gravity and capillarity force are used for feeding of liquids, the breakable seal is broken to let 
the liquid reagent encapsulated in the cartridge leak through into a dilution vessel having a predetermined volume! 

5 where the liquid reagent is mixed quantitatively with a sample in the capillary having a predetermined volume to carry 
out a measurement of hemoglobin (Hb) after hemolysis and a subsequent measurement of HbAlc with latex beads. 
[0011] Also, in the cartridge for an automatic analyzer disclosed in International Patent Publication WO 93/25889, 
a solid reagent is encapsulated in the cartridge, and a diluent and a liquid reagent are supplied from the outside of the 
cartridge . And, the breakable seal is broken by a pointed object such as a nail, whereby the solid reagent is mixed 

10 with the diluent and dissolved therein, and is mixed with the blood sample together with the liquid reagent. 

[0012] In addition, a cartridge having a structure in which a liquid reagent is pushed out by air through a "bursting 
channel" at the exit of the chamber with the liquid reagent encapsulated therein, and an air bubble generated at this 
time is trapped in a chamber (the bubble is not pushed out from the chip) is disclosed in International Patent Publication 
WO 99/52633 (Lumenal Technology Co., Ltd.). 

'5 [001 3] For a method using a breakable seal like this, as in the case of the aforesaid method using a bag, if the amount 
of the encapsulated liquid sample is large ranging from a few hundred u.l to a few ml, the liquid sample can be encap- 
sulated easily and less expensively, but if the amount of the sample is as small as a few uJ or so, the liquid sample 
becomes very small accordingly so that it will be extremely difficult to incorporate the breakable seal in the aforesaid 
small container, to inject and encapsulate a very small amount of liquid sample, to break the breakable seal, to take 

20 out the liquid sample and so on. 

[0014] Also, techniques in which the liquid reagent (reagent solution) and the buffer and the like are encapsulated 
in the cartridge, and the liquid is fed to mix and react the same together using a centrifugal force also include techniques 
in Japanese Patent Publication No. 4-53384B and Japanese Patent Laid-Open No. 8-62225A. 
[0015] In the methods as described above, because the reagent and the buffer are encapsulated in the cartridge in 

25 liquid states, and a mechanism to take out the liquid such as a mechanism to break the seal is required, the cartridge 
needs to have a very complicated structure. Also, for encapsulating the reagent in a liquid state and taking out the 
reagent into the reaction channel, a reagent of a few ten to a few hundred u.l or more is required, and thus the cost for 
the reagent is increased. 

[0016] In addition, in most of the above described methods, centrifugal force is used for feeding the liquid. In this 
30 method, the direction in which the liquid is fed is limited to one direction extending outwardly from the center of rotation, 
and rotation should be started/stopped accurately in the on/off of the feeding of liquids and so on. resulting in compli- 
cated designs for the feeding of liquids and channels . In addition, there is also a disadvantage that the analyzer with 
which the cartridge is equipped to carry out measurements is complicated in structure and expensive. Also, in any 
case, since the thickness of the capillary is in the order of millimeters, and thus a lager amount of sample is required, 
35 and the amount of reagent is increased in association therewith, the cost involved in analysis is no longer reduced, 
along with the aforesaid increase in the amount of liquid reagent encapsulated. 

[0017] On the other hand, a method is disclosed in which a freeze-dried solid reagent is placed in the cartridge, the 
blood sample is diluted with a dissolving diluent encapsulated in the cartridge, and the above described solid reagent 
is dissolved in the diluted sample solution, and is reacted therewith to carry out analysis (Published Japanese translation 
w of PCT international publication for patent application No. 1 0-501 340, Published Japanese translation of PCT interna- 
tional publication for patent application No. 9-504732 and the like). 

[001 8] In this method, the solid reagent is placed in chambers on the circumference located at the end of the channel 
in the cartridge, and the diluted sample is flown into each chamber to dissolve and react with the solid reagent, thus 
bringing about a change in absorbance. Also, since the liquid is fed by means of centrifugal force, the direction in which 
« the liquid is fed is limited to the direction of the centrifugal force, namely a direction extending outwardly from the center 
of the circle of the circular cartridge. 

[0019] As described above, for the detection reaction, only one reaction of one reagent composition can be carried 
out because the solid reagent is located at the end of the channel. Therefore, for some detection items, a reaction and 
reagent composition different from those of detection reactions specified in recommendations defined by academic 

>o societies and governmental agencies, which are conducted in medical laboratories and clinical laboratories of hospitals, 
must be employed. That is, in those recommendations, two or three types of reagent solutions are often used when 
one substance is detected (forexamplc, described in Summary of Clinical Examination Process (written by Izumi Kanai, 
Kanahara press. 1998 ), and if one type of reagent is used, correlation with previous examination data may be poor, 
and quantitation itself may be difficult to carry out. 

>5 [0020] Also, air in the above described chamber is pushed out by the inflow of a liquid, but since the chamber is 
located at the end of the channel, the air cannot be discharged from the cartridge, and should be moved to other 
location in the cartridge. Therefore, a design is made so that the above described air is let out through the upper space 
of the channel into which a liquid is flown. In other words, there is a disadvantage in terms of channel that the liquid 
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anese Patent Laid-Open No. 3-226666A, Japanese Patent Laid-OpenNo. 8-233778A, Analytical Chem. 69, 2626-2630 
(1997) Aclara Biosciences, etc.). For this technique, there is an advantage that the amount of sample, the amount of 
reagent required for detection, the amount of wastes from consumable products used in detection and the amount of 
waste liquids are all reduced, and time required for detection can be shortened. 

5 [0031 J The inventors have also submitted applications related to the uTAS such as Japanese Patent Application No. 
10-181586 specification ("Mixing analysis apparatus andmixing analysis method"), Japanese Patent Laid-Open No. 
2000-2675A (Japanese Patent Application No. 10-181587 Specification "Capillary Photothermal Converting analysis 
apparatus"), Japanese Patent Laid-Open No. 2000-2677A (Japanese Patent Application No. 10-167603 Specification 
"Analysis apparatus"), and International Patent Publication WO 99/64846 (International Patent Application PCT/ 

10 JP99/031 58 Specification). 

[0032] If the technique described in these specifications is used, the amount of reagent solution required for analyzing 
one item of blood biochemistry can be reduced to as small as about 10 nl, and the amount of sample required can be 
reduced to about 1 to 0.1 nl (1000 to 100 pi) with the detection time being about 10 seconds (About 1 \i\ of buffer for 
feeding the liquid entirely is required in addition thereto. Also, about 10 nl of sample may be required for 1 0 minutes if 

15 the sample is continuously fed). 

[0033] However, in jiTAS techniques that are now widely known, separation, mixture, reaction and detection are 
carried out within the chip (cartridge) , but the reagent solution required for reaction is supplied from the outside of the 
chip (cartridge). Those techniques include, for example, those of prior arts related to the aforesaid pTAS, Proceedings 
of the u.TAS'98 Workshop, held in Banff, Canada, 13-16 October 1998. Editors: D. Jed Harrison and Albert van den 

20 Berg, Kluwer Academic Publishers and the like, and techniques of DNA analysis in a resin chip (R M Mccormick et alV 
Anal. Chem. Vol. 69, No. 14 (1997) 2626-2630, etc.). 

[0034] These techniques are not suitable for the POC analyses and the like where simplicity is required, because a 
container for the liquid reagent needs to be provided outside the chip, maintenance operations for replenishing the 
liquid reagent, removing clogs or performing cleaning in the connection between the chip and the container are required. 
25 [0035] On the other hand, for allowing the sample and the reagent solution to move in the chip (cartridge), air in the 
capillary (groove) leading to the destination to which they move needs to be discharged to the outside of the channel. 
At this time : it is desirable that a gas-permeable/non-liquid-permeable mechanism is provided at the end of the channel 
for surely keeping liquid in the chip. Otherwise, the liquid may be spilled out of the chip. 

[0036] For achieving the purpose of providing this gas-permeable/non-liquid permeable mechanism, techniques in 
30 which small hydrophobic openings and hydrophobic membranes are used as vents through which not liquid but only 
air can be passed have been considered for rather a long time as techniques coping with a much larger amount of 
liquid compared to the case of the capillary. 

[0037] For example, the technique of air vent from the blood in a blood processing apparatus such as an artificial 
dialyzer is described in Japanese Patent Laid-Open No. 57-17659A and Published Japanese translation of PCT inter- 
ns national publication for patent application No. 9-500809A. Also, an example of providing vents in an apparatus much 
larger than the chip as automatic air vent filters for venting air in liquid chemicals and water that are used in factories 
in general is described in Japanese Patent Laid-Open No. 2-2812A. In any case, they cope with a much larger amount 
of liquid compared to an amount of liquid below the level of micro liters. 

[0038] For those that are used as these air vents in the chip for coping with an amount of liquid below the level of 

40 micro liters, very small hydrophobic openings of about 3 ujti square (HMCV (Hydrophobic Micro Capillary Vent)) are 
known (proceedings of the uTAS' 98 Workshop, held in Banff, Canada, 13-16 October 1998. Editors: D. Jed Harrison 
and Albert van den Berg, Kluwer Academic Publishers, p307-310 Hydrophobic microcapillary vent for pneumatic ma- 
nipulation of liquid in uTAS, Kazuo Hosokawa, Teruo Fujii, and Isao Endo, Document of Electricity Academy Workshop: 
Society for Study of Chemical Sensor System CS-99-1 to 12, p19-22, March 16, 1999, Teruo Fujii, Kazuo Hosokawa, 

45 Hong Jong Wook, Minoru Seki, Isao Endo et al.). 

[0039] Also, a technique in which a hydrophobic membrane is provided at the end of the channel is disclosed (Affy 
Metrix Co., Ltd., Anderson et al., Proceeding of Transducers '97. 1 997 International conference on Solid state sensors 
and Actuators 2C1 . 02, International Patent Publication WO No. 9702357, U.S. patent No. 5856174 Specification). In 
this technique, the reagent solution and sample outside the chip are connected to the chip through a tube, a capillary 

so through which the above described reagent solution and the above described sample are flown is selected with a 
diaphragm valve (valve opened/closed by force from the outside of the chip) provided in the chip. Then, the air in the 
capillary is pushed to the outside of the channel through the vents composed of a hydrophobic membrane at the end 
of the channel to feed the liquid. The above described vents always are opened outwardly, the feeding of the liquid is 
controlled by using pressure losses of the channel connected to the vents and providing pressure-relief openings with 

55 breakable seals, thus rising the problem of the structure being extremely complicated. 

[0040] An object of the present invention is to solve the problems of conventional techniques as described above, 
and provide an analyzing cartridge as described below and a method for producing the same: 
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analyzing cartridge if an analyzing cartridge with desired reagents encapsulated therein is purchased. 
[0052] Methods for encapsulating non-fluid reagents in the analyzing cartridge include a method in which a required 
amount of non-fluid reagent is encapsulated in the reservoir, and a method in which the reservoir is charged with a 
solution with a reagent dissolved therein, and is thereafter dried into a non-fluid reagent. 
5 [0053] Furthermore, in the present invention, the non-fluid reagent refers to a solid reagent such as powders and 
freeze-dried products and a rubber-like reagent, and may be a glutinous starch syrup-like reagent having viscosity to 
prevent the reagent from being flown out from the analyzing cartridge during distribution (transportation, storage and 
the like) of the analyzing cartridge. 

[0054] If this non-fluid reagent is encapsulated in a reagent storing reservoir provided with the above described vents 
'0 to provide the same as a product, a reagent dissolving liquid encapsulated in or attached to the analyzing cartridge 
can be fed to the above described reagent storing reservoir through the above described capillary to dissolve the above 
described reagent immediately before analysis. Furthermore, since the above described reagent solving solution may 
be used in the amount of a few ten \i\ or so, and is quite inexpensive, it can be placed in the analyzing cartridge based 
on the liquid bag system. 

is [0055] For reducing the solution time during which the non-fluid reagent encapsulated in the analyzing cartridge is 
dissolved in the above described reagent dissolving liquid, an adjuvant for solution may be added in the non-fluid 
reagent for some measurement items. For this adjuvant for solution, polyol is suitable, and in particular, at least one 
type selected from ethylene glycol, propylene glycol and glycerol is preferable. 

[0056] In addition, for the analyzing cartridge according to the present invention, the above described vent may be 
x> constituted by a hydrophobic member having pores. In particular, the member having pores is preferably a hydrophobic 
porous membrane. 

[0057] In the case where the above described openings of a plurality of reservoirs are covered with a common 
hydrophobic porous membrane to form the vents of each reservoir, the above described hydrophobic porous membrane 
should be in a state in which portions located between reservoirs do not have porosity. And, the above described 
^5 hydrophobic porous membrane can be turned into the non-porous state by applying a pressure to the portions located 
between reservoirs. 

[0058] In such a configuration, it is difficult for a gas to pass through the portions located between the above described 
reservoirs, and thus a gas is hardly flown between the above described reservoirs. Therefore, possibilities that the 
control of the access of the liquid to the adjacent reservoirs is adversely influenced are reduced, and thus its entry into/ 

30 exit from each reservoir can be controlled independently and accurately. 

[0059] Furthermore, the same goes for a reservoir group that is constituted by a plurality of reservoirs and for which 
the entry/exit of the liquid is carried out at a time. In other words, in the case where a plurality of reservoir groups are 
covered with a common hydrophobic porous membrane to form vents of each reservoirs, the above described hydro- 
phobic porous membrane should be in a state in which the portions located between reservoir groups do not have 

35 porosity. Thus, the access of the liquid to reservoir groups can be controlled independently and accurately. 

[0060] In addition, the analyzing cartridge according to the present invention comprises a sample storing reservoir 
for storing a liquid sample, a diluent storing reservoir for storing a diluent for diluting the above described sample, 
ameasuring reservoir for measuring the above described sample, and a diluting reservoir for mixing the above described 
diluent with the above described measured sample to dilute the same, and may have a structure in which the above 

40 described capillary is connected for communication between the above described measuring reservoir and the above 
described sample storing reservoir, the above described diluent storing reservoir and the above described diluting 
reservoir, respectively 

[0061] Also, the analyzing cartridge according to the present invention comprises a calibration solution storing res- 
ervoir for storing a calibration solution for calibrating the result of analysis, and a sample storing reservoir for storing 

45 a liquid sample, a diluent storing reservoir for storing a diluent for diluting the above described calibration solution and 
the above described sample, a measuring reservoir for measuring the above described calibration solution and the 
above described sample, and a diluting reservoir for mixing the above described measured calibration solution or the 
above described measured sample with the above described diluent to dilute the same, and may have a structure in 
which the above described capillary is be connected for communication between the above described measuring res- 

50 ervoir and the above described calibration solution storing reservoir, the above described sample storing reservoir, the 
above described diluent storing reservoir and the above described diluting reservoir, respectively. 
[0062] Furthermore, as described above, the above described various kinds of reservoirs communicate with each 
other by the above described capillary, but the above described various kinds of reservoirs may communicate with 
each other directly by the above described capillary, or may communicate with each other indirectly in such a manner 

55 that other reservoirs exist between reservoirs. However, they preferably communicate with each other directly, in con- 
sideration with accuracy and efficiency in control of the entry/exit of the liquid. 

[0063] In addition, the all-in-one type analyzing cartridge of the present invention as described above may be pro- 
duced by a method comprising a plane processing step of providing through-holes at the positions corresponding to 
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spending to the reagent storing storing T J I ? int ° the corre 

described vent. 68 not haVe the above described 9roove is covered with the above 

Shed t0 ^ PreSem inVent '° n iS 3 W feed — o, device that 

reservoirs via the abov descS 

described reservoir vta^E^tf^^iSS^ ? ^ * -C * -d '^^ b f,0W " "*> the ab ° ve 
regu la tin g the entry/exit o, the gas 2 ^ ^ deSCribed b * a ''°w*9 or 

produced inexpensively. 0Ve descnbed analyz.ng cartridge, and can be 

entry/exit of the gas via the above 6escn^Zte72T*T r T^ T^T therebetwe *". which the 

'^^rr^coa^co^^^^^^^ bV ,he valves Alternatively, the liquidfeed 
described vents L^tLa^^^^^^S^J 0 ^ deSCribSd r6Se,V0irS with ,he above 
described openings, pumps coupled toThe above I^h ? ™* SUCh 3 manner as t0 cover tn * a ^ 
coup,ers and the above d esc X ^ 

the access of the gas ,o the aoov ZlT^e^^l^ T * a "° Win9 or re *" ati "9 

described vents . oesenbed reservo.rs wrth the above descnbed openings not covered with the above 

SSnJSIZr' thlS ' iqUid f6ed C ° n,r01 ^ may be C0mbi " ed <"* a ^tion device for analysis, or may be 

dissolving liquid from a reaoent dissoTvinn i n.^Tt V COmpnsm 9 a rea 9 ent dissolving step of feeding a reagent 

ford.s S o,U,heabov^ 

scribed non-fluid reagent is stored throuoh , thTXl h k - rea96m S '° rin9 r6SerV0ir in wnicn the ab °ve de- 
above described reagent ,o ZZZ S^Z^"™ ^ ^ ^ t0 di — «• 

using the above described capTarV eSCMbed reagent S °' U,ion in ,he ab ° v * ^agent storing reservoir 

reservoir to measure the sample and feed'in ^ a dten, f '*" )mpns ' n <> 3 S,ep of feedi "9 a s^ple to the measuring 
same to dilute the above describ^'mpte me8SUred SamP ' e t0 the dilutin 9 ^servoir to mix the 

reservoir ,o measure the sample and I^^^Sr^"" 9 * P * feedi " 9 3 Sample t0 the measurin 9 
same to dilute the above des^bed samp^^^ Samp,e ,0 the diluti "9 reservoir to mix the 

fonowed by anaiyzing the same, and =S S S TT^ ^ ^ ^ 


8 


EP 1 203 959 A1 


or have been used for dilution of the above described sample, and calibrating the value measured by analysis of the 
sample using the value measured by analysis of the calibration solution. Furthermore, hereinafter, the above described 
calibration solution is referred to also as a standard solution. 

5 Brief Description of the Drawings 

[0075] 

Figure 1 shows a channel pattern of an analyzing cartridge when a biochemical item of clinical diagnosis is meas- 
10 ured; 

Figure 2 is a partial sectional view of a reservoir portion of the analyzing cartridge of Figure 1 ; 

Figure 3 illustrates a situation in which a portion pack with a liquid encapsulated therein is broken to introduce the 

contents into the reservoirs of the analyzing cartridge; 

Figure 4 illustrates a process for bonding a membrane with a non-fluid reagent stuck thereto to a plane member 
'5 with the above described reagent therebetween as a vent; 

Figure 5 is a perspective view showing the external appearance of the analyzing cartridge prepared through the 
process shown in Figure 4; 

Figure 6 shows one example of the position in which couplers are mounted in the plane member having the channel 
pattern of Figure 1 ; 

20 Figure 7 is a conceptual view illustrating a process for producing the analyzing cartridge; 

Figure 8 is a sectional view illustrating a structure of a coupler in which the portion contacting the analyzing cartridge 
is like a knife-edge; 

Figure 9 is a conceptual view illustrating the configuration of the analyzing cartridge and a liquid feed control device; 
Figure 10 shows a laboratory device for measuring the anti-water pressure of a hydrophobic membrane; 
25 Figure 1 1 shows the channel pattern of the plane member constituting the analyzing cartridge of one embodiment 

of the present invention; 

Figure 12 shows the back face (plate face that does not have grooves) of the plane member of Figure 11 ; 
Figure 13 is a sectional view of the a-a' line of the plane member of Figure 12; 

Figure 14 is a sectional view illustrating the structure of the analyzing cartridge having vents in a state in which a 
30 gas is not permeated in the lateral direction, and the behavior of the gas; 

Figure 15 is a plan view of the analyzing cartridge of Figure 14; and 

Figure 16 is a sectional view illustrating the structure of the analyzing cartridge having vents in a state in which a 
gas is permeated in the lateral direction, and the behavior of the gas. 

35 Best Mode for Carrying Out the Invention 

[0076] Embodiments of an analyzing cartridge and a liquid feed control device according to the present invention 
will be described in detail referring to the drawings. However, the present invention should not be limited to the em- 
bodiments. Particularly, for methods of feeding the liquid in the analyzing cartridge, a method in which the feeding of 

^0 the liquid is controlled by means of air pressure has principally been described, but the method is not limited thereto, 
but may be a method of feeding the liquid using electroosmotic flows and a method of feeding the liquid using gravity 
as drive force, or may be a method in which vents of reservoirs are deformed (pushed) from the outsideto feed the liquid. 
[0077] Furthermore, terms indicating directions such as "upper, "down", "front", "back", "left" and "right" mean indi- 
vidual directions in each drawing for the sake of convenience in explanation. 

45 [0078] Figures 1 and 2 show an analyzing cartridge 1 (for measurement of chemical items of clinical diagnosis) of 
the first embodiment of the present invention. Figure 1 shows a channel pattern of the analyzing cartridge 1 , and is a 
view taken from the side of the surface of a plane member 100 constituting the analyzing cartridge 1 that does not 
have grooves. Also, Figure 2 is a partial vertical sectional view of a reservoir portion of the analyzing cartridge 1 . 
Furthermore, Figure 2 shows as a representative example a reagent storing reservoir 111a of various kinds of 

50 reservoirs . 

[0079] The analyzing cartridge 1 has the plane member 100 formed by a material selected from organic polymers 
such as PMMA. silicon, glass and the like, this plane member 100 is provided with a large number of through-holes 
101 to 108 : 110 to 122c pierced through the member from the front face to the back face, and the back face of the 
plane member 1 00 is provided with a large number of grooves with widths and depths being a few um to a few mm 
55 (shown by lines in Figure 1). 

[0080] That is, a through-hole 101 having a relatively large diameter is provided in the slightly upper position on the 
left side, and a through-hole 102 having a relatively large diameter is provided below the through-hole 101, and a 
groove is provided in such a manner as to make a link between the through-holes 101 and 102. 
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[0081] Also, a though-hole 1 03 having a medium size diameter is provided in the slightly upper position nearly at the 

thll h ? ^ 3 ,hr °T h0 ' e 104 haVin9 3 mediUm 5126 di3meter is > ravided below the through ho? 10 3 a 
through-hole 1 05 having a medium size diameter is provided on the right side of the through-hole 1 03. a through-hole 

11 d a li a med,Um ri S ' Z ri e d,a h meter i ! S provided be,ow the trough-hole 1 05, and a through-hole 1 07 having a medium 
! T ?! ' S Pr0V ' ded 00 the " 9ht Slde 0f the th ™9h-hole 1 06. And, a groove is provided in such a manner as to 
make a hnk between the through-ho.es 103 and 104, and a groove is provided in such a manner as toTa e a i k 
between the through-holes 105 and 106. 

[0082] Also, a through-hole 1 08 having a medium size diameter is provided on the right side of the throuqh-hole 1 02 

the thrlo^i of i h ? " tha " ° ther 9r ° 0VeS " Pr ° Vided °" ,he W side o, the through-hole 108 and below 
he Jrough-ho e 03. And, grooves are provided in such a manner to make links between the wide groove 109 and 
the through-hole 103 and between the wide groove 109 and the through-hole 108, respect^y and S a e made 
££T I'JS? ^ 106 by grooves branched at some midplts hereof 

[0083] In addition, a through-hole 1 1 0 having a small diameter is provided below the wide groove 1 09 and a qroove 
,s provided m i such a manner as to make a link between the wide groove 1 09 and the through-hole 110 And a short 

hole 102 and bending in the right direction is connected to the short groove ommeinrougn 
[0084] And, in the lower part of the plane member 100, a large number of through-holes are provided in such a 

?! i! T 9h T°p eS rrang6d " 3 P ' Urali,y ° f F0WS m the V6rtfcal dir6Cti0n and in a P^^of crmns i 
the lateral d,rect,on. In Figure 1, the plane member 100 in which total 36 through-holes with 3 rows in the veria! 

Tan'r:^ 2 C0 ' UmnS ^ ^ iatera ' 111a ' 111b ' 111C ' 1123 ' 1223 122b ' 12^«T^SS 

h° o ri l 1 0 T in e d S »h^!tf" h t S K 1 l 11a ,? 122carethrOU 9 h - ho,eshavin 9 dia ^^rthersmallerthanth a tofthethrough- 

™::^::t ssr o,es oiia ' 1116 and 111C - etc) m ^ ^ - ™ - ea Ch 9 <i P 

[0086] And, the short groove extending downwardly from the through-hole 110 is branched into a bunch of a larae 
number of grooves and each of the branched grooves extends downward on the ,eft side of JSi^^X, 
the above descnbed three through-holes (111a, 111b and 111c, etc.), is ben, in a U-shapedform between the Suow 

of through-notes, 1a, 112a 122a and the second rowof through-holes 1 11 b, 1 12b,.. 1 22t Z^Z^eltZ 

30 ° w ° f ' hrou 9 h ; h k oles1 "b,112b 122bandthethirdrowofthrough-ho.es111c.112c,... 5c 

L\ n m W h thr ° U9h - h0l6S 111c ' 112c 1 22c from the .ower side in a roundabout way. fSZ^ES2£ 

T ^ Nnear 9r00Ve ' 8 M 9r °° Ve ° r the ,ike as ,0 "9 as * is l0 "9 enougTt al.ow the 
ErSi a. T ?^ Pe " 0d reqUired f0r mix,ure and reaction of the sam P'e and reagent 
IS " th ; ou 9 h - holes H2a 122a in the first row and the through-holes 111b 112b 122b in the 

- oT^ 

SrT^nT^ t0 1 08. HOto 122c may be different 

hi th h I ? a ?t hB f3Ce ° f the P ' ane member 1 00 e - ta P ered through-holes), or may be the same A so 

omvH 3 th. ,k k h ir : 8dVa r Wi,h faiSed POrti0nS f0r provision of the through-holes 1 01 to 1 08 and !i oTScfo 
provide the through-holes at the time when the plane member lOOisformed nuioi^cto 

wtthl a 0 bov e e Q r o e vL ha a nd ' Z P ' ane c° Ver Sh6et 130 iS b ° nded 10 the back face of the P' ane 100 provided 
wrth the above grooves as shown m Figure 2, and thereby the above described groove is a capillary 150 Also the 

SSS^S^ 1 ° T and 1 10 1 ° 122C haV6 ° n the ,r ° nt ,aCe 0f the P' ane ™ b " 00 oTen'i 
Lnc S £t ^ l^TT" 1 °°' !" ' WOrk 88 reS6,V0irS "« uids such as a sam P'e and re'agen'ts 
L A* d - Furtnermore . the symbols 1 01 to 1 08 and 1 1 0 to 1 22c used for specifying throuah- 

100901 r ; ^ e m used direc ^ as symbois for reservoirs ' hereinafter > f ° r ,he sake °< -p'-n-tion 7 

e Q PTF^ T ° thr ° U9h ^ the Hquid Cannot be P assed bul ,he 9as (Particularly air) can be passed 

K-E^ 10 ^ 110 t0 122C " «» 1» wi.1 be described brief, 

=ng T I^ 

ranoa, T, PP 9 reSerV °' r 1 05 and standard solution storin 9 reservoir 106) 

[0093] Also, the reserve, 107 is a reservoir for a samp.e (hereinafter described as sample storing reservoir 107), 
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the wide groove 109 is a groove for measurement of sample and standard solution (hereinafter described as meas- 
urement vessel 1 09), the reservoir 1 08 is a reservoir for the waste liquid of the measurement vessel 1 09 (hereinafter 
described as waste liquid storing reservoir 1 08) ; and the reservoir 1 1 0 is a reservoir for diluting a sample with a sample 
diluent (hereinafter described as diluting and mixing vessel 110). 

5 [0094] In addition, a total of 36 reservoirs 111a, 111b, 111c,..., 122c in the lower part of the plane member 100, in 
which 24 reservoirs in the upper two rows are reservoirs for the reagent (hereinafter described as reagent storing 
reservoirs 1 1 1 a to 1 22a and 1 1 1 b to 1 22b) , and 1 2 reservoirs in the lower row are reservoirs for waste liquids (hereinafter 
described as waste liquid storing reservoirs 111c to 122c), form a quantitative reaction zone 125. 
[0095] The form of encapsulation of the reagent in the analyzing cartridge 1 includes a form in which a non-fluid 

10 reagent 1 60 is fixed in the reservoir as shown in Figure 2, and a form in which a portion pack 300 with a liquid sample 
302 encapsulated therein is provided along with a pin 301 for breaking the portion pack 300 as shown in Figure 3. 
[0096] Furthermore, Figure 3 illustrates a situation in which the portion pack 300 provided in the plane member 1 00 
is pushed by a piston 303 from the outside of the plane member 100, whereby the portion pack 300 is broken by the 
pin 301 included therein outside the plane member 100 to let the liquid reagent 302 flow into the reagent dissolving 

'5 liquid dropping reservoir 101 and the capillary 1 50. 

[0097] The shape of the portion pack 300 that is used here is not particularly limited as long as it is a container 
capable of containing an amount of reagent dissolving liquid or diluent sufficient to dissolve or dilute the reagent and 
sample, but a box type or cylindrical pack that can easily be formed is preferable. 

[0098] The material of the portion pack 300 preferably has excellent gas barrier properties so as to prevent transpi- 
re ration of water in the contained liquid and degradation of the contained liquid due to entry of oxygen. For preventing 
entry of oxygen, a resin sheet on which aluminum is coated or deposited maybe used, but the problem of entry of 
oxygen can be eliminated if the analyzing cartridge is wrapped tightly with nitrogen encapsulated therein. Also, pref- 
erably, transpiration of water is reduced as much as possible because the concentration of the contained liquid is 
changed if water is transpired. In particular, the portion pack in which the calibration solution is encapsulated, the 
25 amount of water transpiration should be as small as 0.1% per year, and an aluminum coated polyethylene sheet or 
the like is used. 

[0099] For the material of the portion pack 300, resins of polyethylene, polypropylene, polyvinyl chloride, polycar- 
bonate, polymethylpentene and the like are suitable as the material of the portionbag 300, because for these resins, 
permeability to water is reduced and injection molding and press molding can easily be applied. 

30 [01 00] Also, the portion pack 300 is preferably formed as thinly as possible so that it can easily be broken at the time 
of use. A reagent dissolving liquid or diluent is put in the formed portion pack, and a lid provided with a pin for breaking 
the portion pack is bonded thereto. The material of the lid and pin may be identical to or different from that of the portion 
pack. Also, the pin may be formed in such a manner that it is combined with the lid as one united body, or may be 
attached to the lid after it is formed. In any case : the pin should have such strength to break the bottom of the portion 

35 pack. 

[0101] The lid provided with the pin is bonded to the portion pack by means of ultrasonic bonding, adhesion with an 
adhesive, bonding with a double-faced adhesive tape and the like. Also, the entire portion pack may be encapsulated 
in the analyzing cartridge,, with the upper part thereof covered with the hydrophobic vent. In this case, the pin is not 
necessarily required, and the portion pack is broken with a pressure caused by pressing a piston or the like from over 

40 the vent to discharge the contained liquid. 

[01 02] For the shape of the portion pack, a piston-type container having a shape like a syringe is also used, in addition 
to the above described bag shaped portion pack. This piston-type container is provided at the outlet of contents with 
a tap that is broken or opened by application of a predetermined level of pressure, and when the piston-type container 
is attached to the analyzing cartridge with a liquid encapsulated in the container, and an inner cylinder (piston) is 

^5 pressed from the outside by a device for controlling the feeding of the liquid and so on at the time of analysis, the 
contained liquid is pushed out from the above described outlet. Furthermore, the packing of the cylinder should be 
robust. 

[0103] Also, a straw-like container composed of polyethylene or the like with one end closed is one example of 
inexpensive portion packs. In this container, when a pressure is applied to the container with a liquid encapsulated 

so therein, the tap of the outlet is opened so that the contained liquid is pushed out to the reservoir and channel. 

[0104] A liquid reagent required in a relatively large volume (a liquid of which amount is in the range of from a few 
ten to a few hundred u.l, or a few thousand u.l in some circumstances) such as a reagent dissolving liquid and sample 
diluent is encapsulated in this portion pack 300, which is then placed in the analyzing cartridge 1. 
[0105] If the non-fluid reagent 160 is stuck, the above described non-fluid reagent 160 is dissolved in the reagent 

55 dissolving liquid supplied when the portion pack 300 is broken, so that a reagent solution is prepared in the analyzing 
cartridge 1 . 

[01 06] If the portion pack 300 is used to introduce a reagent solution or the like into the reservoir, a reagent solution 
and buffer in predetermined concentrations may be placed in the portion pack 300. Also, for dissolving the non-fluid 
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! Prepa [f 3 rea9em S0 ' U,i0n in 3 P rede,efmin ed concentration in the analyzing cartridge 1 , the reservoir 
Zt r 3 Prede,ermined volume havi "9 a Predetermined peristole variation range. In L case of Zd 
b,ochem,c a examinat,or ,,the variation of the concentration of the reagent afterit is dissolved is preferably 2% or smaller 

s ' ? H 6 (V !' Ue ° btained by diVidin9 3 St3ndard d6Viati0n bv an avera 9* value) . Therefore, the «™E 

s f °™t,onandproduct,onoftherese™^^ 

. membrane 140 become important. However, since there may be cases where the above described val T^Zl 

TIT n 9r °° Ve r6SerVOir thlS emb0dimem dUe ,0 Variati0n 0f the a —V " and p^o 

m,n£ ?7 Pr0C6SSeS ' e3Ch ana,yzing cartrid 9 e is P re,erab * cali brated using a standard solution 

™.„h ? " flUld ^ 9en, may be StUCk ,0 the wa " of ^^^lllaaslongastheentiresurfaceofLcapilfarv 
rZ* Hn 6nt ' n9 h memb | rane 140 is not c ™"* with the reagent. The reagent may be stuck to both the ven'ng mem 
Drane 140 and the wall of the reservoir 111a as a matter of course 9 
[0108] Figure 4 illustrates a process where the venting membrane 140 (e.g. PTFE porous membrane) with the non 
lu.d reagent 160 stuck thereto is bonded to the plane member 100 having through holes 111a 111 1 Tc T 2c 
» (F.gure 4 shows on. y some of the through-holes for convenience) constrtulg reservoirs, which has been produced 
by mjecon mold.ng of an organte porymer, with the face bearing reagent 160 therebetween. An figure 5 a per 
specie v.ew show.ng the external appearance of the analyzing cartridge 1 P 

LTIhlsma 'lIlTtllt' the i n 2 °;' , " Ji ?H rea96m fe StUCk 38 SP ° ,S P ° Srti0nS rS,atiVe 10 the P° siti - S ° f «» 

01101 Th. 1 k I 2C bybondln 9 *» venting membrane 140 to the plane member 100 

i ' t T, °° W,th the C0VSr SheCt 1 30 bonded ,here, ° has on| y a sample inlet 500 provided with 

aplasmaseparatmgfUtrat-onmembraneforthe opening for the liquid to pass through, and the reagent 301^0^ 

he sample d„uent and other reagents contained in the portion pack 300 are a., en^psutated *7Z££S£S£ 


25 


30 


35 


40 


45 


50 


55 


au d Led con.ro, h n^l !? ° * the ana * Zi " 9 Cartrid 9 e 1 of this ^bodiment is carried out by the 

comnrlc k TT, I ^ * the Cartri( * e 1 ' usin 9 the vent ™- The liquid feed contro device 

o3 n h r <n a " 0Win9 ° r re9Ulatin9 the entr y /exit of the *■ via vent 1 41 . AndTvate * 

S^SrSZT - T reSefVOir ^ ^ U1 therebe,W6e ". — is located between a ^uptTn 

to ,hl n T V ! . y 1116 ° UtS,de ' or a three - wa y valve may be used to release the vent 141 directlv 

TIT V SWrtChm9 the V3lVe ' Wtth the C0Upler adhered t0 the analyzing cartridge 1 . In additln instead S 
thlrmort"? T'' ' * M X ° the P ressure * *• coup.er to a nega '£ ^ F £ 

je^ 

pump ,s attached thereto, and .s closed when it is detached, and the allowing or regulating of the access of the aa ! 
v.a the vent .s controlled by attaching/detaching the tube or the like 9 
[0117] Figure 6 shows one example of the position in which the coupler is provided in the plane member 100 of 
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shown for the analyzing cartridge 1, and only the piston 303 is shown for the analysis apparatus. Furthermore, this 
analysis apparatus may be combined with the liquid feed control device and detection device, or may be independent 
thereof. 

[0121] This analysis apparatus has a mechanism in which the portion pack 300 attached to the analyzing cartridge 
5 1 is pressed by the piston 303 provided in the analysis apparatus, whereby the contained liquid is discharged into the 
analyzing cartridge 1 . More particularly, the piston 303 having a diameter matching the diameter of the portion pack 
300 is placed in the portion where the portion pack 300 of the analyzing cartridge 1 is positioned, and at the beginning 
of analysis, the piston 303 automatically applies pressure to the portion pack 300 to make the reagent dissolving liquid 
or the sample diluent encapsulated in the portion pack 300 flow into the reservoirs of the analyzing cartridge 1 . 
10 [0122] That is, as shown in Figure 3, the portion pack 300 with the reagent dissolving liquid contained therein is 
broken by pressing the same with the piston 303 to introduce the reagent dissolving liquid into the reagent dissolving 
liquid storing reservoir 102 via the reagent dissolving liquid dropping reservoir 101 . At this time, the valve coupled to 
the coupler attached to the reagent dissolving liquid storing reservoir 102 is opened, and all other valves are closed. 
The amount of liquid in the portion pack 300 should be well larger than the volume of the reagent dissolving liquid 
'5 storing reservoir 1 02 plus the reagent dissolving liquid dropping reservoir 101. 

[0123] Similarly, the sample diluent is introduced from the portion pack 300 with the sample diluent contained therein 
into the sample diluent storing reservoir 104 via the sample diluent dropping reservoir 103. 

[0124] If required, a standard solution with a detection object dissolved therein in a predetermined concentration 
(positive control) is introduced from the portion pack 300 into the standard solution storing reservoir 1 06 via the standard 
20 solution dropping reservoir 1 05 to allow for calibration. The standard solution is diluted using the measurement vessel 
1 09 and the diluting and mixing vessel 1 1 0 identical to those for the sample. Calibration is carried out with the standard 
solution for each analyzing cartridge, whereby variations of the accuracy in the formation of the analyzing cartridge 
and the accuracy in the processing of the analyzing cartridge can be corrected, thus making it possible to carry out 
analysis of high accuracy. 

25 [0125] In the reagent storing reservoirs 111a to 122a and 111b to 122b of the quantitative reaction zone 125 (quali- 
tative reaction is also possible as a matter of course) , the non-fluid reagent 160 of different composition suitable for 
each measurement is fixed. If the valves of the reagent storing reservoirs 1 1 1 a to 1 22a and 1 1 1 b to 1 22b each containing 
the non-fluid reagent 160 are opened, and pressure is applied to the reagent dissolving liquid storing reservoir 102 by 
the air pressure pump (not shown), and the valves of all other reservoirs are closed, the reagent dissolving liquid is 

30 flown into each reagent storing reservoir 111a to 122a and 111b to 122b to dissolve the non-fluid reagent 160. 

[0126] If the vent 141 has a predetermined performance, the air in each reagent storing reservoir 111a to 122a and 
111b to 122b is discharged through the vent 141 to the outside of the analyzing cartridge 1 , and when the reagent 
storing reservoirs 1 1 1 a to 1 22a and 1 1 1 b to 1 22b are filled with the liquid, the feeding of the liquid to the reagent storing 
reservoirs 111a to 122a and 111b to 122b is stopped. That is, each non-fluid reagent 160 is dissolved in the reagent 

35 dissolving liquid of which amount is consistent with the volume of the reagent storing reservoir to form a reagent solution 
in a predetermined concentration. 

[0127] The total blood sample is introduced into the sample storing reservoir 107 through the plasma separation 
filtration membrane (filter). Then, the blood cell is filtered (the platelet may remain) to leave the plasma, which is stored 
in the sample storing reservoir 107. When the plasma sample in the sample storing reservoir 107 is flown into the 

^0 measurement vessel 109, only the valve of waste liquid storing reservoir 108 is opened, and all other valves are closed. 
[0128] And, when pressure is applied to the sample storing reservoir 107 with the above described air pressure 
pump, the plasma sample in the sample storing reservoir 1 07 is flown into the waste liquid storing reservoir 1 08 through 
the measurement vessel 109 having a predetermined volume. If the valve of the waste liquid storing reservoir 1 08 is 
closed at the time when the measurement vessel 1 09 is filled with the plasma sample, the feeding of the plasma sample 

45 is stopped. If the application of pressure to the sample storing reservoir 107 is stopped to close the valve, and then 
pressure is applied to the diluent storing reservoir 104 with the above described air pressure pump to open the valve 
of the diluting and mixing vessel 1 1 0, the plasma sample in the measurement vessel 1 09 is diluted with a diluent from 
the diluent storing reservoir 104 and flown into the diluting and mixing vessel 110. 

[0129] Furthermore, after the reservoir is filledwith the liquid, the valve is closed to stop application of pressure by 
50 the air pressure pump, but a system may be adopted in which the valve is automatically stopped by means for detecting 

that the air is no longer discharged from the vent, and so on. Then, application of pressure by the air pressure pump 

is stopped as soon as the reservoir is filled with the liquid, thus reducing the load on the vent. 

[0130] A two-or-more-stage vessel is used as the diluting and mixing vessel 11 0 to carry out operations in a way as 

described above one after another, whereby mixing efficiency can be enhanced, or a two-stage diluting and mixing 
55 vessel is used to make the liquid go and return (make the liquid go and come back), whereby mixing efficiency can be 

enhanced. The dilution rate is uniquely determined by the volume of the diluting and mixing vessel 1 1 0 and the volume 
. of the measurement vessel 1 09. 

[0131] This volume is preferably calibrated by performing a spot check of the analyzing cartridge 1 for each lot of 
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processing and assembly of the analysing cartridge 1 Preferable is a system in which information of such calibration 

IZTT T the , analyzi " 9 cartrid 9 e 1 b V a barcode and a ^a9"etic tape, and the analysis apparatus automatically 
reads the information at the time of measurement to calculate a value measured by analysis 
[0132] If the plasma sample diluted in a predetermined dilution ratio obtained in this way is reacted with a reagent 
solution m a predetermined concentration, the reaction for analysis such as a quantitative reaction, qualitative reaction 
and the like can easily be carried out in the analyzing cartridge 1 . 

[0133] The reagent solution in the reagent storing reservoirs 111a and 111b is reacted wtth the diluted sample one 
afteranother, andis measured ina detection portion 126 (detection by a thermal lens in the example in Figure 1) before 
being flown into he waste liquid storing reservoir 111c in Figure 1 . The reagent storing reservoirs 112a and 112b and 
thevrastehquid^ 

" not sZnZZT 'tn ^ ™ " ,0rSti " a "° ther ^asL^Z^Z^ 

are not shown in the figure, the same goes for the other quantitative reaction zone 1 25 

[0134] For mixing in the analyzing cartridge 1 , ratio of flow rates control system, as described below in which the 
reagent solution and the diluted sample are consecutive* mixed together at a predetermined ratio of flow Ses o 
LhT'" 9 T, '° r r6aCti0n Wi,h ° Ut ° Ut measure ™* terms of volume can be adopted 

toquan^^ 

[0135] For the method of feeding the liquid between any reservoirs via the capillary, any one of the method based 

- SnSrT^ ^ ^ ° n 9^ in Japanese Patent 

kTl m r^ 1! T Specification by the mventor (not published when the application of the present invention 
is submrtted), a method using electroosmotic flows as describe later, a method in which the liquid in the ana^z ng 
cartndge « pushed or pulled from the outside via a partrtion wal. with a piston like member, and a methodbased on a 
I^of U mTy beus^ ^ * °' ^ *«* ^ -i^com^Z 

S^Lh ™TV r ^r'T PUmP d6SCribed in ' f ° r eXampl6 ' the aforesaid P^eedings of the uTAS' 98 Work- 
Ss'herandteSr' 3 ' 13 " 16 ^ 1 " 8 - Edit0fS: °- ^ HarriS0 " *" K'-er Academe 

i°! 3 !? A !l i XamP ' e ° f feedi " 9 the ' iquid by means of ? ressure differencebetween the reservoir (vent) released to the 
outs.de and the resen/oir (vent) pressurized with air pressure has been described above but tt?ZuSZ?l£>to 

rlTZZ 'IT ? T 6renCe b6tWeen tNe feSerVOir (Vent) d ^-P-sed with a pump 
2nTn ^ h T ^J 8 C8Se ' the reS6,V0ir (V6nt) r6Ceivin 9 the * Compressed and the rese^o 2 

* deimpTesS " ^ " a " d ^en rese'rvoirs of differem E2S 

(Detailed Description of Analyzing Cartridge) 

™L tI hS B K a, ^- ,n ? C u artrid9e 1 ° f thiS embodiment comprises the plane member 1 00 provided on the surface with 
Zy£, JlSoT?. 9r ° 0VeS th6rebetWeen ' thereb V fo ™9 the capillar 150 to prepare the 

DlmiJ^th^r? 15 , 6 ' 100 T be PrePar6d Wfth in ° r9aniC ma,eriab such as sili <™ a »< g'ass and organic 
polymers in the case of silicon and glass, an etching protective membrane (Cr, etc.) is formed on a glass ouanzor 
S substrate ,n the thickness of a few thousand angstroms using the process of J m evaporation of he 2 atd 
patterning resist ,s coated thereon using a spinner. Thereafter, a mask for photolfthography is usel expose he resist 

LadSS.^ 

a^TisilmLi^ 9 ^ P TJ ned r6SiSt 35 an e,Chin9 maSk ' the e,chin 9 ? ro,ective ™ mbra "* * ^solved away with 
a potassium femcyamde solution orthe like to pattern the same. Subsequently, using the patterned resist and etehZ 
protectee membrane as masks, the substrate is etched with, for example a fluoric sludlZ grooves TUeTeS 
of o a« Z P " tect Z™ mbrane are e,ched awa * Als °. in —"on to the above MtJ^Z'^ZS^ 
^Zy^^JTV 0 * Pr ° Vided USi " 9 Pr0C6SS SUCh 88 -P-on^machtrng I P T P £ 
^'.^SSSS^^" 0 ^ the f SUbStra,e P r0Vided with through-ho.es are bonded to each other 
rie, . T therebetween, and are heated in. for example, a vacuum oven (if both of the substrates are olass 

[014,] The pi™ meml)e , , 00 0 ,„ >lso b . produc< , basM o „ Matoa q| produc . n9 ^ ^ 
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Patent Laid-Open No. 6-283830. If the glass substrate is used in this method, a method is used in which a resist pattern 
is formed on the glass substrate, and the glass substrate is processed by the sand-blast process. Since flying particles 
are all made to move in the vertical direction due to the thick resist, it is possible to process the substrate sharply 
compared to a usual thin resist, and grooves of high aspect ratios can be formed. Also, a method can be used in which 
a photosensitive resist is coated on the glass or resin substrate to expose portions other than grooves to light, followed 
by removing uncured portions to form a groove-shaped resist pattern on the substrate. 

[01 42] In the case where the organic polymer is used to prepare the plane member 1 00, if optical detection is carried 
out, a resin transparent to the light with wavelengths to be used for detection should be used. For example, in the case 
where detection is carried out using a photothermal converting detection method, light transmittance of a resin meas- 
ured with the method of ASTM D1003 is 80% or larger, preferably 90% or larger. Also, in the case of detection by 
spectrophotometry, chemiluminescence and fluorimetry, the transmittance is 80% or larger preferably 90% or larger. 
[0143] Furthermore, the wavelengths of exciting and detecting lasers capable of being used in each method are in 
the range of from 400 to 800 nm, preferably from 600 to 800 nm in the case of the photothermal converting detection 
method. And, generally, the wavelengths are in the range of from 500 to 800 nm in the case of detection by spectro- 
photometry if taking a H 2 0 2 -peroxytase system as an example, and in the range of from 400 to 600 nm in the case of 
detection by chemiluminescence, and in the range of from 480 to 700 nm in the case of detection by fluorimetry. 
[0144] In addition, in the case where the photothermal converting detection method is used, the thermal lens is 
formed also in the resin due to minimal absorbance of resin to cause a background, and therefore the absorptance of 
light by resin is 5% or smaller, preferably 1% or smaller, further preferably 0.5% or smaller of excitation light and probe 
light in the total optical distance in the resin. 

[0145] In addition, in selecting the material of an organic polymer for use in the plane member 1 00 having grooves, 
molding processability is one of important factors. Materials that can be used suitably in terms of molding processability 
include thermoplastic resins that can be subjected to usual melt processing and resins obtained by UV curing. Fur- 
thermore, the former is more suitable in a sense that the plane member 1 00 having grooves in its surface can be formed 
in a large quantity and inexpensively. 

[0146] In particular, amorphous thermoplastic resins, thermoplastic polymer alloys having amorphous resin as a 
main component, or some crystalline thermoplastic resins having low crystallinity are suitable. Specifically, styrene 
based resins such as polystyrene and styrene-acrylonitrile copolymers, methacryl resins such as polymethyl methacr- 
ylate (PMMA) and methyl methacry late-sty rene copolymers, polycarbonate (PC), polysulfone (PS), polyethersulfone, 
polyetherimide, polyarylate, polymethylpentene and the like can be suitably used. 

[0147] Also, 1 , 3-cyclohexadiene based polymers are suitably used. For the 1 , 3-cyclohexadiene based polymers, 
homopolymers can be used, but copolymers can also be used. These copolymers include copolymers with chain con- 
jugated diene based monomers such as 1 , 3-butadiene, isoprene, 1 , 3-pentadiene and 1 , 3-hexadiene, vinyl aromatic 
monomers such as styrene, a-methyl styrene, p-methyl styrene, 1 ,3-dimethylstyrene, vinyl naphthalene and vinyl sty- 
rene, polarized vinyl monomers such as methyl methacrylate, methyl acrylate, acrylonitrile, methyl vinyl ketorre and 
methyl ct-cyanoacrylate or polar monomers such as ethylene oxide, propylene oxide, cyclic lactone, cyclic lactam and 
cyclic siloxane, or ethylene, a-olef in based monomers. For copolymerization ratios, the ratio in weight of 1 , 3-cyclohex- 
adiene monomer to comonomer is preferably in the range of 75/25 to 100/0. 

[0148] Cyclohexadien based polymers of high light transmittance are described in detail in Japanese patent Appli- 
cation No. 9-277045 Specification. Because such polymers have little absorption at the wavelengths above 200 nm, 
and are amorphous C-H polymers, they can also be detected with a shortwave light source. 
[0149] The plane member made of organic polymer having grooves on the surface can be produced by UV curing 
or heat curing of monomers and macromonomers in molds, melt processing and plasticity processing of thermoplastic 
resin, machining of the plane member having no grooves on the surface or etching thereof by the laser or the like, and 
so on. Forming methods that can be used suitably include melt processing and plasticity processing of thermoplastic 
resin in a sense that plane members having grooves on the surface can be produced in a large quantity and inexpen- 
sively. Processes that can be used further suitably include injection molding and/or compression molding using molds 
and emboss forming process of thermoplastic resin. 

[0150] In particular, an injection molding method in which injection molding is carried out while reducing the solidifi- 
cation temperature of the resin surface contacted with the mold during process of loading resin into the mold cavity 
(Japanese Patent Laid-Open No. 1 0-1 28783A, Japanese Patent Application No. 1 0-46665 specification and Japanese 
Patent Application No. 10-50719 specification) can be especially a preferable method because the method enables 
plane members made of organic polymer having highly accurate and fine grooves to be produced in good producibility. 
Specific examples of this injection molding method include a method in which the cavity is filled with carbon dioxide 
gas before injection molding is carried out. The pressure of the carbon dioxide gas in this case is preferably 10 MPa 
or smaller. 

[0151] In addition, injection molding methods in which the surface of the mold is heated to carry out molding, such 
as an injection molding method in which the surface of the mold is heated by high-frequency induction heating imme- 
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diately before molding is carried out (described in Japanese Patent Publication No 62-58287B U S Patent No 
4439492 specification and the like), and a method in which the surface of the mold is heated by radiation heating 
immediately before molding is carried out (described in Molding Symposia" 95. 241 <1995>. Molding" 96 69 <1996> 
Synthetic Resin. 42 vol. (1 ). 48 <1 992> and the like) are also preferable methods 

[01521 In other words, the above described molding methods are preferable because they enable compatibility be- 
tween the mold surface transferability and the molding cycle to be achieved by heating selectively the surface of the 
carried Tut 1 S0Ur ° eS SUCh 33 hi9h - ffequency induction neati "9 and halo 3en lamps immediately before molding is 

Formo,ds * or ' ormin 9 lhe P' ane members, molds composed of metals that are generally used for molding of 
synthetic resin, such as iron or steel materials having iron as a main component, aluminum or alloys having aluminum 
as a main component, zinc alloys and beryllium^pper alloys can be used suitably. a'ummum 
[0154] One example of methods for producing a mold will be described. First, amatrixhaving the surface formofade- 
p ' ane h member i , havin 9 ,ine ^ooves is prepared from a material such as metal, plastic, silicon or glass using a 

from this matnx by an electrochemical molding method using nickel or the like 

E7o.iH£ • k- 1 ? m ° ld ° an a,S ° be pr0dUCed USing the above described method of Ja P ar, ese Patent Laid-open 

which n rcSiSt P3tter iS ,0rTned ' Aft6r ,he reSiSt P aDern is formed °" a ™ a ' rostrate, portions in 

whch no resets ex.s, are fil.ed with plated metal. Then, the resist is removed to form a metal plate with a fine pattern 
provided on the surface. Resin and sintered glass can be processed using this metal p.ate as a mold 
hl^L * "IT™ 9 Cartrid9e com P risin 9 a P ,ane mem °*r made of organic polymer having grooves may have 

zatfon o :2T, SUbj6C,ed ,0 Pr ° ,ein adSOrpti ° n PreVenti0n P r0CeSsin 9 b * mea ^ 0™* P-JnU 

ffdinn I'? ? ?! 9yC01 AIS °' in ,hC 0386 Wh6re elect ™s™* flows described later are used as means for 
feeding the liquid, surface treatment may be carried out for producing stable electroosmotic flows 

ZXokZTZh^ 9 * 1 ° f °? emb0diment is ,omied b * *"*B the plane member 100 and the cover 
adhesive and^JV rih^ a ^^ described grooves therebetween by ultrasonic seal, heat seal , bondingwithahotmelt 
adhes.ve andUV adhesive, sticking with a tackiness agent, bonding with a double faced adhesive tape and direct 
*■ ' MSure welding or pressure welding via a thin elastic sheet 

a'd^nJo? Ztft ° f T 6 ' "I! 661 130 may b6 S6,eC,ed fr ° m ,he ™ terials ,or use in the P |a "« member 1 00 
and I same or different matenals may be used. The thickness thereof is not particularly limited unless optical detection 
is adversely influenced, but it is preferably in the range of from about 0.05 to a few mm 

[0159] Also, the analyzing cartridge 1 of this embodiment may be preferably a structure in which the plane member 
inteS^^^ 

ES« I™' 8 C0V6r Sh , e6t . ^ 56 Pr ° Vided With throiJ 9h-holes for reservoirs, or may be provided with cylindrical or 
100. The sizes of the protrud.ng reservoirs should not be particularly limited, but it is preferable that the heioht is 
ErrS* h 6 ran9e ° f ,r ° m ° ne 10 3 feW mm 3nd the diameter is in the ™& - one to ale^mm If the 

LTfhe J^S%£^ T *"? " ?° °T ° f *" 9r00VeS pr ° Vided ° n the > lane member 1 00 ™V 

nmi 2 A,rt 11 V9 such as rectangles and triangles, semi-circles and semi-ellipse without being particularly 

Slm ^r P tk me l er 1 °° may h3Ve °" the Surface channels tormed b V ^^bining together some grooves 
of different shapesjhe width of the upper face (opening portion) of the groove may be identical to or ilZrtlZ tZ 

l^nZT e (b0tt ° m) ' FUrtherm0re ' m ° St Pre,erab '* the ° f groove has a ■SEX'^! 

A°so 2 L < £SZ T ^ CaUS6d byfi " e Particles entrained in ,he °< ^ blood cells if this groove is too small 
Also, the eff.ciency of mixing by drffus.on when two liquids are merged and mixed is reduced if the groove is tootarae 

t^^t^xzt of th r 9roove is in the ran9e of from 1 ,o 500 ^ the -sr^: ^ 

Z liHth ^ area ° f Cr ° SS SeCti0n is in ,he ran 9 e of tr °m 1 to 250000 urn* More preferably 

S II 9r ° 0Ve IS m ran9e ° f ,r ° m 2 10 300 ^ the de P* tne ^of is in the range of 4m 1 1^200 ^ and 

the area of cross section is in the range of from 2 to 60000 u.m2 ^' 
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accurate quantitative analysis. 

[0164] In the case where the quantitative reaction in the analyzing cartridge 1 of this embodiment is carried out in 
such a way that by controlling the ratio of flow rates, liquids are mixed at a fixed ratio to carry out reaction continuously 
for at least a certain time period (Japanese Patent Application No. 10-181586 Specification by the inventor, "Mixing 
Analysis Apparatus and Mixing Analysis Method"), the analyzing cartridge 1 is formed by the plane member 1 00 having 
grooves, and has individual channels for a sample and for at least one type of reagent solution channels linking to 
channels provided with detection portions after those channels are merged one after another or at a time, and a mech- 
anism for controlling flow rates. Furthermore, the flow rate refers to the volume of the liquid moving in the groove 
(capillary) in a predetermined time period. 

(Description of Vent) 

[0165] For the vent 141 for use in this embodiment, any material may be used as long as it is a material through 
which the liquid in the analyzing cartridge 1 cannot be passed but a gas, particularly air can be passed. 
[0166] If the liquid in the analyzing cartridge 1 is a solution, a hydrophobic material provided with holes may be used. 
If the hydrophobic holes are used as the vent, only a gas is passed through the vent because the solution is not passed 
therethrough because of its surface tension, thus reducing possibilities that the liquid is leaked out compared to ma- 
terials that do not have hydrophobiities. 

[0167] One of preferred embodiments of the vent is a plane plate, sheet or the like composed of a hydrophobic 
polymer or inorganic material provided with a small number of small holes having diameters of about 1 ujti to a few 
hundred urn Even though the vent of one reservoir is provided with only one to a few holes, a sufficient function as a 
vent can be added if the size of the holes and the hydrophobicity of the material is appropriately selected. These holes 
may be bore mechanically with a drill or the like, or may be bore using a laser or the like. 

[0168] Preferably, the hydrophobic organic polymer has a critical surface tension of about 4 x 10* 2 N/m or smaller 
at 20°C, examples of the polymer including polytetrafluoroethylene (PTFE), silicone, siloxanes : polyethylene, polypro- 
pylene, polystyrene, polyvinyl chloride, polycarbonate, polysulfone, polyethersulphone, polyarylate, polymethylpen- 
tene and 1 , 3-cyclohexadiene based polymers. 

[0169] On the other hand, in the case where the liquid in the analyzing cartridge 1 is a hydrophobic organic solvent, 
a hydrophilic porous membrane is suitably used. Furthermore, a plane plate, sheet, membrane or the like composed 
of a hydrophilic material, which is provided with small holes as in the case of solutions, can also be used as the vent. 
[0170] For analysis in medical diagnosis, the liquid in the analyzing cartridge 1 often has water as a main component, 
and therefore a hydrophobic material is used for the vent. 

[0171] For the vent, not only a material provided with a small number of holes of small diameters but also a porous 
membrane may be used. In production of the analyzing cartridge, producibility is enhanced because the vent can be 
formed simply by bonding a hydrophobic porous membrane to a formed chip. Also, the liquid in the reservoir can be 
pushed out into the capillary by pressing this hydrophobic porous membrane to apply pressure, which is preferable. 
[0172] For the hydrophobic membrane material, the above described hydrophobic organic polymer is suitably used. 
However, in biochemical analysis of GOT/GPT, cholesterol levels and the like, a surfactant is often added to the reagent 
generally for the purpose of preventing absorption of plasma proteins and so on, and therefore a more hydrophobic 
membrane needs to be used in this case. 

[0173] Usually, there are cases where a cellulose acetate membrane may be used, but when a reagent with a sur- 
factant added therein is used, a membrane of high hydrophobicity such as PTFE, silicone and polyethylene is more 
preferable because such a membrane has a strong capability (anti-water pressure) to prevent the liquid from being 
leaked from the vent. If the process where a non-fluid reagent is dried and fixed on the vent is taken into consideration, 
the PTFE membrane more stable in shape to the reagent containing a surfactant or the like has the high hydrophobicity, 
and thus is preferable. 

[01 74] Since the liquid can be fed at high pressure, the higher the anti-water pressure of the vent, the more preferable, 
and the anti-water pressure of the vent is preferably 100g/cm 2 or higher, more preferably 1000g/cm 2 or higher, and 
further more preferably 3000g/cm 2 or higher. 

[0175] In the case where this hydrophobic porous membrane is used as the vent in the reagent storing reservoir and 
the like, if the fluid pressure is too high when the reagent dissolving liquid is fed to the reagent storing reservoir, the 
hydrophobic porous membrane may be expanded to introduce a large amount of reagent dissolving liquid to reduce 
the concentration of the reagent solution. Therefore, the hydrophobic porous membrane with the surface (opposite to 
the reagent storing reservoir) reinforced with a non-woven fabric such as polypropylene is used as one of preferred 
embodiments. 

[0176] Methods in which a sheet having holes or a hydrophobic porous membrane is bonded to a chip provided with 
through-holes to form a vent include a method in which they are bonded together using a heat curing or UV curing 
adhesive, a double-faced adhesive tape or the like. 
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h u ls problematic " the adhes ^ or double-faced adhesive tape exists in a portion having a function as a vent 
in the sheet having holes or the hydrophobic porous membrane, namely the portion covering the through-hole Thus 
a pretreatment is needed such that the portion covering the through-hole is masked if the adhesKre is coated or a 
S" ?°^ p °" din 8 10 ,he P or1ion coveri "9 th e through-hole is punched to provide a hole therein in advance 'if the 
double-faced adheare tape is used. In the case of the double-faced adhesive tape, a method in which a mold having 
a blade for punching the portion covering the through-hole is prepared in advance, and the sheet having holes or the 
hydrophobe porous membrane is continuously bonded to the chip provided with through-holes while the double-faced 
adhesive tape is punched is preferable in terms of efficiency of production 

[0178] The direction in which a gas is passed in the hydrophobic porous membrane is usually a direction perpendic- 
ular to the surface of the hydrophobic porous membrane, namefy the direction of thickness. Howeve the gas Tn also 

wZ nl Lf ' ' S k 80 P0SS ' ble 10 C ° Ver the faCS ° PP0Site t0 ,he reS6,V0ir of ,he hydrophobic porous membrane 
SLc T P k 6 matena ' SUCh 33 3 PET membrane t0 P revent the 9 as from being passed in the direction of 
thickness, thereby passing the gas in the lateral direction from the reservoir to the end of the membrane SI 

* 3r g the 9as in the direction of thickness is more pre,erabie in a sense ,hat me Me ° f 

El J" a f h C l iti0n ' t th ? r 1 are ? 3565 where passin 9 ,he 9 as in ,he lateral erection of the membrane has an undesired 

3nThl2.T° 9 of the liquid in the analyzing cartrid9e - " each reservoir is individual| y S 

with the hydrophobic porous membrane, namely if the hydrophobic porous membrane covering only the openings of 

Z Z S ;Z r ZT • thefe ^ Pr ° b,em H ° WeVer ' " the ° Peni ^ S ° f a P*""* * rLervT. are cTered 

with one hydrophobic porous membrane, a problem may arise 

I° a !SLw at t?,; there ariS6S 00 Pr ° blem Whe " the aCC6SS ° f the ^ M ,0 a P |uralit y ° f reservoirs is controlled in the 

ffTe oas'ii D i^H S T TTt'J" ^ *" ^ ° f *• * M t0 e8Ch reSe ™ ir «• t0 be «omroltad independent^ 
■f the gas ,s passed ,n the lateral direction, then the gas may be leaked into the vents of adjacent reservoirs to cause 

hvd aCCUrate COntr °'- ThUS ' f ° r COn,r0 " in9 the aCCSSS of the 'W to a plurality of reservoirs when one 

22S?S P | t° US ,7 mbrane iS 88 3 V9nt f ° r 3 P ' Uralit y 0f reServoirs - the 9- should Prevented i being 
passed in the lateral d.rection of the hydrophobic porous membrane 9 

otlousm^mb^^^ 

m6m Jrane but when the openings of a plurality of reservoirs are covered with one (common) hydrophobic 
k , ^ ? ^ 18 m ° re Pref6rable ** they are covered wi,h one hydrophobic porous membrane in enT,s o^ 

2 nf ? reby ' a s " uation in which ,he 9^ is passed in the lateral direction to have an adverse influence on the 
mj^ 

holes provided in the hydrophob * porous membrane to e,iminate 

fs !mnlnn!t r **' ,evin 9 ,his P urpose . specifically, a method in which the portion located between reservoirs 

is .mpregnated wrth an adhesive or solvent, a method in which the portion is melted by heatina Tmethod in 1th 

KThZr^^?? and the like can be considered - For the method in S^p^n^SS 

to fhl ^'hfn T Z hydrop ^ ob,c P° rous membrane may be crinkled, thus making it difficult to bond the membrane 

^nZSS^HSl"?? ^ K° leS Pr ° Vided " th6 hydr ° Ph0biC P ° r0US membrane are fil,ed up 9 
pressure thereto to eliminate holes is the most preferable of the above described methods For preferable conditions 

or applying pressure the temperature is kept at the norma, room temperature, and the applied SeZre^^™ 
miiS p 1 6 hydrophobic P° rous men *rane and the average diameter of the holes ' 
of h^Lt™/ f Tk 6 ', a ' S0 ° aSe ° f the reS6rV0ir 9rou P consistin 9 of a P' ura '»y °f reservoirs in which the control 

o llZ . ,T 9 T P ' P Ura " ,y ° f r6SerV0ir 9r0UpS are covered with a ^mon hydrophobic porous membrane 
"deTende'T " ^ ^ *» ~" ° f the * M * *** — ir group cant conS 

E 0 aVe nT 9e d S meter ° f h0 ' eS Pr ° Vided in the h V dro Phobic porous membrane may be in the range of 
from 10 u/n to 0.01 urn. However, considering the fact that the anti-water pressure is increased and the sZZ Z a i 

ZJ*12 1 creased, and with ease of acquirement taken into consideration, the average diameter of the holes is 


18 


3NSDOCID «EF. 


12039S9A1J_> 


EP 1 203 959 A1 


[0186] Also, the thickness of the hydrophobic porous membrane is often in the range of from 20 to 300 jim, but it is 
preferably in the range of from 50 to 1 00 jim in terms of strength and the velocity at which the gas is passed. 

(Description of Encapsulation and Dissolution of Non-fluid reagent) 

[0187] One of the characteristics of the present invention is such that the non-fluid reagent is encapsulated in the 
reservoir provided with the hydrophobic vent as described above, and the above described reagent is dissolved to 
prepare a very small amount of reagent solution instantly in the analyzing cartridge at the time of analyzing a sample. 
This will be described in detail below. 

[0188] In the analyzing cartridge of the present invention, at least some of the reagents to be encapsulated are non- 
fluid reagents. The above described reagents may be solid reagents such as powders, crystals and freeze-dried prod- 
ucts, or may be rubber-like or glutinous starch syrup-like reagents as long as the above described reagent is not flown 
out into the capillary connected for communication with the reservoir during distribution of the analyzing cartridge 
(during transportation and storage) or at the time when the cartridge is handled. 

[01 89] The analyzing cartridge is distributed with this non-fluid reagent encapsulated in the reagent reservoir provided 
with the above described hydrophobic vent, and the reagent dissolving liquid encapsulated in or annexed to the ana- 
lyzing cartridge is fed to the above described reagent reservoir through the capillary to dissolve the reagent immediately 
before the analysis is carried out. 

[01 90] Such a mechanism allows a very small amount of reagent solution namely a few uJ of reagent solution to be 
prepared in the analyzing cartridge without spending the reagent wastefully. 

[01 91 ] Also, because an analyzing cartridge with reagents encapsulated therein can be used as a product, the anal- 
ysis operator can conduct desired analysts without carrying out operations for encapsulating the reagent in the ana- 
lyzing cartridge if an analyzing cartridge with desired reagents encapsulated therein is purchased. 
[0192] Methods for encapsulating the non-fluid reagent in the analyzing cartridge include a method in which a solid 
reagent, for example, a powdered or crystal reagent or a block of freeze-dried reagent is stored in a required amount 
in the reservoir, and a method in which a solution reagent is distributed into the reagent reservoir, followed by drying 
the same to give non-fluidity. 

[0193] When the solution reagent is distributed, a venting membrane 140 made of ethylene tetrafluoride resin is 
bonded to the non-groove bearing face of the plane member 100 having through-holes with a double-faced adhesive 
sheet 171 , and the reagent solution is introduced into the reservoir formed thereby with a distribution device 180 as 
shown in Figure 7. Then, the reagent solution is dried into a non-fluid reagent, and thereafter the cover sheet 130 made 
of acryl resin having no pores is bonded to the face opposite to the above described face with a double-faced adhesive 
sheet 172, whereby the analyzing cartridge 1 of the present invention can be obtained. 

[0194] Furthermore, the analyzing cartridge 1 is equipped with a portion pack 181 containing therein a standard 
solution, sample dissolving liquid and the like, and a filter 182 for separating blood cells from the total blood sample. 
Also, in the venting membrane 1 40, the gas is prevented from being passed in the lateral direction by applying pressure 
to the portion surrounding the openings of the above described reservoir. In addition, in the double-faced adhesive 
sheet 171 , the portion corresponding to the portion covering the openings of the above described reservoir is punched 
in advance to provide holes. 

[0195] Due to recent advancement in DNA chips, the technique in which volumes ranging from a very small amount 
in the order of 1 nl to the order of microliters are measured in a few % or smaller as a CV value is established, and 
therefore the reagent can be measured accurately and encapsulated in the analyzing cartridge 1 if a dot plotter of such 
technique (e.g. Pixsys 3000 manufactured by BioDot Co., Ltd.) is used as an injection device for injecting a reagent 
solution. 

[0196] In addition, even if the venting membrane 140 is bonded to the cover sheet 130 in the order reverse to the 
aforesaid order, the analyzing cartridge 1 can be prepared. That is, the cover sheet 1 30 is bonded to the groove bearing 
face of the plane member 1 00 having through-holes with a double-faced adhesive sheet 1 72, and the reagent solution 
is introduced into the reservoir formed thereby. Then, the reagent solution is dried into a non-fluid reagent, and thereafter 
the venting membrane 140 made of ethylene tetrafluoride resin is bonded to the face opposite to the above described 
face with the double-faced adhesive sheet 171, whereby the analyzing cartridge 1 of the present invention can be 
obtained. Furthermore, in this case, a reagent solution of high viscosity (low fluidity) is preferably used to make it difficult 
for the reagent solution to flow into the capillary. 

[0197] This will be described using FIGS. 1 and 2. The solution reagent is deposited in the reservoir or on the vent 
1 41 covering the reservoir in a dotted form using an apparatus such as a dot plotter. Then, the solution reagent is dried, 
followed bybonding the cover sheet 1 30 to the plane member to encapsulate the non-fluid reagent 1 60 in the analyzing 
cartridge 1 . Alternatively, a method may be used in which before bonding the sheet to the plane member 1 00 provided 
with grooves, the solution reagent is deposited in a dotted form in the position opposite to the reservoir of the venting 
membrane 140 to be dried, followed by bonding the venting membrane 140 and the cover sheet 130 to the plane 
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member 100. 

[0198] In this case, however, positioning accuracy when the reagent solution is deposited needs to be ensured as 
a matter of course, but the post-drying diameter of the reagent deposited in a dotted form also needs to be controlled 
In other words, the post-diying diameter of the deposited reagent is reduced so that it is smaller than the diameter of 
the reservoir as a matter of course, but also, the air should easily be purged when the reagent dissolving liquid for 
dissolving the reagent is injected. To this end, the post-drying diameter of the deposited reagent is slightly smaller than 
the diameter of the reservoir, preferably 90% or less of the diameter of the reservoir. 

[0199] The reagent solution injected into the reservoir can be dried naturally even at the normal room temperature 
and under the normal atmospheric pressure in the circumstance where humidity is kept at a low level, because its 
amount is very low. In terms of production efficiency, it is desirable that the reagent is dried in a short time under a 
reduced pressure such as a pressure below the atmospheric pressure. In that case, the reagent is preferably dried 
based on a vacuum program that prevents bumping and the like. Freeze-drying can also be used, but may cause the 
plane member to be deformed and deteriorated. Furthermore, the reagent may be a semi-dried substance or a pasty 
substance resulting from addition of a hydrous polymer and polysaccharide as long as the reagent does not flow even 
if the analyzing cartridge 1 is tilted. 

[0200] Also, the reagent solutionmaybe freeze-dried separately and stored in the reservoir provided with the hydro- 
phobic vent, followed by sticking the cover sheet thereto to cover the reservoir. If the reagent solution in the amount 
equal to or smaller than the amount of reagent solution to be encapsulated in the reservoir is deposited on an appropriate 
sheet or the like in a dottedform, and is freeze-dried, the reagent can easily be stored in the reservoir. It is also possible 
to produce small reagent particles when a reagent solution is dropped in liquid nitrogen through a nozzle with an 
appropnate diameter. In addition, the non-fluid reagent is formed into tablets outside the analyzing cartridge and the 
tablets are encapsulated in the reservoir. However, the above described method using a solution reagent is more 
preferable in terms of productoility. 

[0201] On the other hand, for reducing a dissolving time period over which the non-fluid reagent encapsulated in the 
analyzing cartridge is dissolved in the reagent dissolving liquid just before analysis, a dissolving adjuvant can be added 
in the non-fluid reagent for some measurement items. For the dissolving adjuvant, polyether such as polyethylene 
glycol (PEG) having an appropriate molecular weight distribution, a monosaccharide such as glucose a disacchride 
^ shoecrose . a pofysaccharide such as dextran and pluran, an oligosaccharide or a mixture thereof is used 
[0202] Of the above dissolving adjuvant, at least one type of adjuvant selected from polyols, particularly ethylene 
glycol, propylene glycol and glycerol is preferable. As shown in Experimental Example 2 described later the polyol 
was effective even when addition of PEG often used as a dissolving adjuvant in the past was not effective And of 
polyols, preferable is glycerol, whichhada significant adjuvant effect on a reagent for which only a small effect was 
brought about by addition of polyethylene glycol. 

35 (Description of Samples) 

[0203] In environmental analyses, river water, sea water and waste water from the factory can be used as samples 
Also, in medical diagnosis examination, blood and the like can be used as samples. The blood can be used as sample 
in any form such as plasma, blood serum and total blood. When the sample is in the form of plasma or serum losses 
involved in separation of blood cells are prevented, and therefore the amount of sample actually required for analysis 
can be very small, namely 1 u.l or smaller. 

[0204] In general, the blood cell should be removed from total blood to provide plasma when biochemical examination 
is earned out. Thus, in the case where total blood is directly introduced into the analyzing cartridge 1 a few ten ul is 
preferable as an amount of sample. For methods for obtaining the plasma from the total blood, there is a method in 
which the analyzing cartridge 1 is treated with a centrifugal separator to carry out centrifugal separation in the analyzing 
cartridge 1 , but a method in which the total blood is passed th rough a plasma separating filtration membrane to separate 
the plasma is preferable in terms of convenience. Plasma separating filtration membranes include cellulose filters 
Teflon Alters and glass filters. Of these, the glass fitter (e.g. GF-D manufactured by Whatman Co., Ltd.) is preferable 
in terms of plasma recovery. 

[0205] On the other hand, when measurements of leucocyte number, erythrocyte number, palatelet number and the 
hke are earned out m the analyzing cartridge 1 , because the total blood sample is directly diluted and hemolyzed to 
be used, a plasma separating membrane as described above is not necessary and the amount of total blood may be 
very small, namely 1 uJ or so. 
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(Description of reagent dissolving liquid and Sample Diluent) 

[0206] The reagent dissolving liquid and the sample diluent are liquid reagents that are required in the amount of a 
few ten u | or larger .n analysis, and thus can be encapsulated in a bag such as the aforesaid portion pack and placed 
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in the analy7ing cartridge 1 . The material of the bag is not particularly limited as long as the bag is not degraded, and 
can easily be opened to let the contents leak into the capillary and reservoir of the analyzing cartridge 1 . A bag composed 
of an organic polymer a bag composed of an organic polymer deposited with aluminum, a bag having a structure of 
multiple layers and the like are preferable in terms of stability of reagents. 

[0207] The method for opening the above described bag may be a method in which the bag is broken with a raised 
object as shown in Figure 3, or a method in which the portion corresponding to the lid is pushed or pulled to remove 
the portion from the bag body, thereby opening the bag. Furthermore, a mechanism for opening the above described 
bag may be provided in the analysis apparatus, or the analysis operator may carry out opening operations just before 
use. 

(Description of Vent for Feeding Liquid Using centrifugal Force) 

[0208] The form in which the vent is provided on one face of the analyzing cartridge 1 has been described, but when 
the feeding of the liquid is carried out using centrifugal force (centrifugal liquid feeding), the vent may be provided on 
one or both of the upper and lower faces of a disk cartridge. In this case, since there may be cases where the vent 
hinders optical detection, the vent may be provided on the outer face of the disk cartridge, namely in the direction of 
centrifugal force. Because only one reagent reaction can be carried out if reservoirs are provided along the outer face 
of the disk cartridge, a method can also be adopted in which a plurality of reagent storing reservoirs are provided inside 
the disk cartridge, and the outlet of each reservoir is opened with a wax valve (valve that is opened by melting wax) 
and a valve that is opened by breaking a balance between centrifugal force and surface tension to let the reagent 
solution flow out into the reaction channel. 

(Description of Liquid Feed Control Device) 

[0209] The liquid feed control device is not particularly limited as long as the device is configured to be capable of 
allowing or regulating the entry/exit of the gas via the vent 141 . 

[0210] A typical example thereof is a liquid feed control device comprising a valve for controlling the allowing or 
regulating of the entry/exit of the gas via the vent 141 , a pump that is coupled to the above described valve and is 
capable of supplying and suctioning the gas, a coupler for coupling the above described valve in the position opposite 
to the reservoir with the vent 1 41 therebetween, and a tube connected for communication between the above described 
valve, and the above described pump and the above described coupler. 

[0211] The coupler needs to be adhered to the analyzing cartridge 1 so that airtightness is maintained. To this end, 
the surface contacting the analyzing cartridge 1 should be provided with packing composed of a material that is gen- 
erally used for an O-ring, or the coupler itself should be composed of such a material having good adhesiveness and 
airtightness. Also, packing composed of a material such as an O-ring may be provided on the analyzing cartridge 1 side. 
[0212] Such a material is generally a synthetic rubber material- For example, the material is ethylene propylene 
rubber, silicone rubber, nitrile rubber, chloroprene rubber, isoprene rubber, butadiene rubber, styrene butadiene rubber, 
butyl rubber, ethylene propylene rubber, urethane rubber or the like. 

[0213] Also, the portion of the coupler contacting the analyzing cartridge 1 may be shaped into a sharp knife-edged 
portion to couple the coupler to the analyzing cartridge in such a manner that the knife-edged portion is stuck into the 
analyzing cartridge 1 . In this way, sufficient airtightness can be ensured. Furthermore, in contrast to the above method, 
the portion of the analyzing cartridge 1 contacting the coupler may be shaped into a sharp knife-edged portion to couple 
the analyzing cartridge 1 to the coupler in such a manner that the knife-edged portion is stuck into the coupler. 
[0214] An example in which the portion of the coupler contacting the analyzing cartridge 1 is shaped into a sharp 
knife-edged portion to couple the coupler to the analyzing cartridge in such a manner that the knife-edged portion is 
stuck into the analyzing cartridge 1 is shown in Figure 8. 

[0215] The knife-edged portion 201 is provided along the outer region of the circular or rectangular coupler 200. And, 
the coupler 200 is pressed against the analyzing cartridge 1 with a piston 303 similar to the piston used for pressing 
the aforesaid portion pack to stick the knife-edged portion 201 into the analyzing cartridge 1 , whereby the coupler 200 
and the analyzing cartridge 1 are coupled together. In this way, the coupler 200 can be coupled to the analyzing cartridge 
1 with sufficient airtightness maintained. 

[021 6] Furthermoro : if a plurality of reservoirs are covered with one hydrophobic porous membrane to form the vent, 
the holes of the hydrophobic porous membrane are filled up as a result of pressing the above described knife-edged 
portion, and thus the portion located between reservoirs is deprived of porosity. Consequently, the gas can be prevented 
frombeing passed-through the hydrophobic porous membrane in the lateral direction. 

[0217] Also, the pump to be used is not particularly limited as long as it can produce a required level of pressure. 
Generally, pressure-type pumps are often used, but vacuum-type pumps may also be used as described above. 
[0218] Furthermore, if quantifiability is required, a micro syringe pump : a small flow peristaltic pump, a linear pump 
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based on a micro actuator or the like is used. 

[0219] In addition, a bimetal and piezoactuator are also used as a driving force production source, and gravity and 
centnf ugal force can be used as liquid feed driving force. 

(Description of Electric Feeding Method) 

[0220] A part of the feeding of the liquid based on the pressure difference of the gas as described above may also 
be earned out by an electric feeding method using electrophoresis, electroosmotic flows or the like in which an electric 
field is apphed to the liquid in the capillary (described in detail in "Capillary Electrophoresis", Kodansha etc) The 
method using electroosomosis flows is a method in which the liquid in the capillary is moved in association with the 
movement of ions on the inner surface of the capillary, and if the capillary is formed by glass and silicone, protons of 
silica on the glass and the like surface provides movement force. 

S? 1 eVe " * P ' ane memb6r 100 com P° sed of an or 9 anic PO'ymer such as PMMA, polycarbonate resin 

(Hi,) or the like is used, and no particular ion species exist on the inner surface of the capillary, the electrolyte in a 
liquid may be absorbed onto the inner surface of the capillary to produce electroosomosis flows by means of its electric 
charge, depending on the composition of a liquid flown through the capillary. For producing stable electroosomosis 
flows an organic polymer having a sulfonic acid group or carboxyl group may be added to the inner surface of the 
capillary by graft polymerization or the like. In the case of the organic polymer having carboxylate group such as PMMA 
it is preferable that the surface of the groove is partially hydrolyzed with a sodium hydroxode solution or the like lo 
expose a carboxyl group for stabilizing the electroosmotic flow. 

[0222] Adoption of the electroosomosis flow constitutes one of preferred embodiments because for the electroo- 
somosis flow, the flow rate can correctly be controlled through control of voltages, finely and quickly, and in accordance 
with , a set program, thus making it possible to control accurately the reaction andseparation in the analyzing cartridge 1 
£SS P ° We /, SUpply f0r P roducir, 9 the electroosomosis flow, a high-vottage power supply device (e.g. Mode 
IZ Tf n T ,' ' MatSUSada Precision ' vorta 9 es to 3° *V can be applied) is used, and this can be controlled 
ZZ .? ? C ?? PU ^ ^ imerfaCe b ° ard (e * DA QCard-1200, CB-50 Connector Block, manufactured by 

m? n ^ n T T C °- Ud ) - A Pr ° gram ,0r V °' tage a PP ,icati °" timing and the like may be produced with, for example 
NI-DAQ Dnve Software (LabVIEW) and the like. example, 

[0224] For producing the electrophoreses and electroosmotic flow to feed the liquid, metal needle electrodes elec- 

T t ^ ndUCtiVe ° r meta ' 6yelet inSert6d 6leCtr0des needs t0 be provided in s "<* a mannertha. the 
electrodes con act the groove portion and the cover sheet 130, or contact reservoirs (for storing reagents, samples 
buffers, waste l.qu.ds and the like) located at the ends or some midpoints of grooves s, samples, 

mmLil?, 6 ° aS ! W 1 ere thS meta ' " eedle iS inSert6d ' 3 need,e made of platinum - c °PP er ° r like that is 0.1 to 1 
mm in d.ameter and is long enough to reach near the groove of the plane member 100 is fixed in the inlet and outlet 
hole using an appropnate supporter or the like. 

[0226] In the electrode printed with conductive ink, the ink containing fine particles of gold, copper, nickel carbon- 
black, graphite or the like * printed or deposited on the entire surface or a part of the surface of the nne waN of XUe 

h f ,0 dSPth reaChin9 near the 9rO0Ve °' the P ' ane member 10 °- AIS0 - in the «»• Jvao,™ 
Th P n°fl! 9 ' Simi ' arly 9 ° ld ° r P ' a,inUm are Printed or deposited ° n ,he entire or a part of the 

A Sme^ 

memberToo ^scnbedhole is tapered, the electrode canbe formed in the inner wall without tilting the plane 

!n 0 nTwa.. l of t lTh™l th h e j™* ^ V*™" *** ^ 3n e,eClr0de haVing 3 diameter such that « adh ^ to the 
ZZZZLTi th ™ 9h - h0le , and 3 ien &* such that « caches near the groove of the plane member 1 00 is used. The 

12 2 Z > ' , arty ' imi,ed ' bUt ,0f PrCVemin9 3 re3Cti0n ° n the elec,rade ' P'atinum-plated brass, copper 

bTtwt tn J 7 T I 3 "' 6 - W ° f ,he 3b0Ve deSCrib6d **** has an effect ° f e « "9 conducTviy 
between the above described eyelet and the wire on the plane member 1 00 

fn ?hl 8 !n ?°' in addfti0n t0 3bOVe deSCribed electrodes - electr °des f " connection with the electric power terminal 

Zee T ana ^ ing Cartrid9e 1 m ° Unted th6rein ' 3nd leads between those el ^°des ™¥ »» 
Z rZ 1 C ° ndUC,,Ve lnk ' Vacuum eva P°' a «°" coating and spatter coating. Also, they may be formed by attaching 
a thin plate such as a copper plate, and then forming a wiring pattern with etching, and by transferring or attaching a 

that hTa 6 , a Z PPe \ " ' ike r° P ' ane memb6r 1 °° ' n any CaSe < ,he malerial and should'be selcted so 
phoresTs 9 ° CCUmn9 ^ hi9h V ° rtage iS aPP ' ied 03,1 be r8dUCed S ° 38 n0t 10 have an Wta« on electro- 

(Description of Flow Rate) 

[0229] For the form of a channel portion mainly intended for the mixing and dilution of the sample and reagent, a 
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form in which a channel joins another channel, and a form in which a channel joins apluralityof channels at one point 
are adopted. By joining a channel with another channel or a plurality of channels into one channel, mixing operations 
and dilution operations can be carried out. 

[0230] In addition, at this time, by the flow rate in each channel, mixing and dilution can be carried out at different 
5 ratios. For the ratio at which the mixing and dilution are carried out the flow rate in each joining channel can be changed 
mechanically in the case of feeding of the liquid by a pump, and the flow rate in each joining channel can be changed 
by changing the size of the section and the length of each joining channel, by changing the process of applying voltage 
to each channel, and changing charged conditions of the inner surface of each joining channel capillary by surface 
treatment in the case of feeding the liquid with the electroosomosis flow. In the case of feeding the liquid by pneumatic 
10 pressure, it is preferable that a difference in pressure applied to each reservoir, viscosity of the liquid and the like are 
considered, and pressure losses in association with the sectional area and length of the channel are determined to 
design the channel. 

[0231] If detection can be carried out without involving separation of the sample from the reagent after reaction as 
in the case of biochemical examination items, operations from mixing to reaction to detection can be continuously 

'5 conducted with consistent channels without measuring fixed amounts of sample and reagent for separation. Generally, 
if a component to be detected can be detected without being hindered by other contaminants in relation to, for example, 
absorption wavelengths, or if the substance to be detected is changed as in the case where the hydroxyl group in the 
sample is oxidized, and the resulting carbonyl group is detected with a spectrophotometer, operations from mixing at 
a predetermined ratio of flow rates to reaction to detection can be conducted with consistent channels without perform- 

20 ing separation operation. 

[0232] In a method like this in which the mixing ratio is defined by ratio of flow rates to carry out a reaction, it is not 
necessary to conduct mixing and reaction continuously for a long time. For example, if mixing requires 10 seconds, 
minimum 10 seconds (usually, slightly longer: about 20 seconds) are spent to merge the sample and the reagent, the 
mixture of sample and reagent is moved through the groove for a time long enough to complete a reaction, and thereafter 

25 minimum ten seconds are spent to merge the mixture and another reagent. Then, the resulting mixture is moved 
through the groove for a time long enough to complete a reaction, followed by conducting detection. 

(Description of Detection Method) 

30 [0233] If the total cholesterol, triglyceride, bilirubin and the like are directly quantitated, only a reaction product after 
a detection reaction is completed is measured. A measurement is carried out only at so called an end point, and thus 
detection is conducted only once at the minimum. 

[0234] On the other hand, when the enzyme activity in the sample such as GOT, GPT, 7GTP in the blood and the 
like is measured, it is acceptable to conduct detection only once, but a plurality of measurements (detection) are pref- 

35 erably carried out over time for enhancing accuracy (rate assay). 

[0235] In this case, detection is only conducted at a plurality of points in the channel through which the final reaction 
solution is flown, namely at a plurality of positions with different distances (i.e. reaction time) from the point at which 
the solution is jointed with the reagent last mixed. For this purpose, it is necessary to provide a plurality of detection 
systems in the detection device and place the plurality of detection systems on the channel for the final reaction solution. 

«> Alternatively, if only one detection system is used, the detection (optical) device or the analyzing cartridge 1 needs to 
be shifted. 

[0236] In the analyzing cartridge 1 of this embodiment, after the sample is separated and reacted with other reagents, 
the detection object is detected with a variety of methods in the downstream of the channel where the separation and 
reaction has been carried out. 

'5 [0237] For detection methods, a photo thermal converting detection method (e.g. Analysis No. 4 280-284 (1997)), 
an optical detection method such as a fluorometric method, an absorptiometric method and a chemiluminescence 
method, an electrochemical detection method using detecting electrodes, a method of measuring the number of blood 
cells by a change in electric resistance values, a method of measuring the number of blood cells by scattering, an 
immunological detection method by counting immunoassay and the like are used. 

so [0238] For the chemiluminescence method and fluorometric method, the detection object is changed into an excited 
compound in the presence of a catalyst such as an oxidant, and the energy, generated when the compound is changed 
from this state to the ground state (in the case of the fluorometricmethod, the energy generated when an energy 
acceptor is changed from the excited state to the ground state after the excited compound transfers energy to that 
coexisting energy acceptor), being released as light is detected. On the other hand, for the absorptiometric method, 

55 light is let in a solution containing the detection object to measure the transmitted light intensity, and the ratio of the 
transmitted light intensity to the incident light intensity is determined. In terms of sensitivity, it is generally said that the 
absorptiometric method, the fluorometric method and the chemiluminescence method are listed in the ascending sen- 
sitivity in the order. 
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[0239] For principal chemiluminescence reactions, methods by Luminol, Lucigenon and the like have been known 
since old times . The chemiluminescence reaction has advantages that detection can be carried out quickly and with 
high sensitivity, and detection devices are relatively inexpensive because no light sources are required for detection 
etc. However, it has also disadvantages that luminescence is damped rapidly, the reagents are unstable and back- 
grounds are high and so on. The fluorometric method also has an advantage that the reaction system has been known 
since old times, but an excitation light source, optical filters that separate excitation light and fluorescence and the like 
are req uired for the detection device. 

[0240J These methods using luminous phenomena have disadvantages in detection of a very small amount of sample 
that light reception efficiency is not high because emitted light is diverged in all directions, and yields of emitting fluo- 
rescence are low in the case of the fluorometric method, and so on. For the absorptiometry method, the optical length 
should be increased for obtaining detection results of high accuracy, because the ratio between the incident liqht and 
transmitted light is detected in principle. 

[0241] However, for a capillary having the wide and depth of about 1 to 1000 urn, the optical length in the front-to- 
back direction of the plate face of the analyzing cartridge 1 (not necessarily at right angles to the plane face of the 
analyzing cartridge 1 ), namely the optical length in a perpendicular or slanting direction relative to the flow of the liquid 
can not be much longer than the depth of the groove. If the concentration of the sample is sufficiently high detection 
is possible even with the optical length almost as long as the depth of the groove (an optical path perpendicular to the 
plate face of the analyzing cartridge 1 ), but if the concentration is low, then it becomes difficult to carry out detection 
Even if the concentration is low, detection can be carried out because an optical distance of about 1 to 10 mm can be 
obtained by providing an optical path in the direction in which the liquid is flown (the optical path in the plate face of 
the analyzing cartridge 1 ) but it has a disadvantage that the structure of the detection cell is complex 
[0242] For the electrochemical method, electrodes using substance-specific oxidation-reduction potentials such as 
glucose electrodes are used. 

[0243] A thermal lens method (one of the photo thermal converting detection method) in which the sample in the 
liquid .s excited with excitation light to form so called a thermal lens, and a change in the thermal lens is measured 
with detect.on light is also used as the detection method of the present invention (e.g. Japanese Patent Laid-Open No 
60-174933A, A. C. Boccara et. Al., Appl. Phys. Lett. 36, 130, 1980, J. Liquid Chromatography 12 2575-2585 (1989) 
Japanese Patent Laid-Open No. 10-142177A (Molecule Biophotonics), Japanese Patent Laid-Open No 4-369467A 
(Yokogawa Electric Corp.), Analysis No. 4, 280-284, 1997, M. Harada, et. al., Anal. Chem. Vol 65 2938-2940 1993 
Kawanishi, et. al., Japan Analytical Chemistry Society No. 44 Annual Conference Abstracts p119 1995 etc ) 
[0244] Now. the principle of the detection melhod using the thermal lens that is formed based on a photo thermal 
converting phenomenon will be described. Light with wavelengths that are absorbed by a measurement object dissolved 
in a solution (excitation light) is applied to a measured solution. Then, the measurement object is excited by the exci- 
tation Hght to generate heat (photo thermal converting effect) . At this time, it is important that wavelengths of excitation 
S£l ^ 6Cted S ° th3t thiS excitation H 9 ht is not absorbed in contaminants other than the measurement object 
[0245] The generated heat is transmitted to a solvent near the portion irradiated with the excitation light to cause a 
ocal change in density, and by extension a change in ref ractivity. Because of this, the portion irradiated with the exci- 
ation hght looks as if a concave lens were formed thereon in the presence of a substance absorbing excitation light 
[0246] Probe light with wavelengths different from those of the excitation light is applied to the portion that looks as 
if a concave lens were formed thereon. Because the probe light is refracted by the thermal lens, the amount of probe 
hght captured by a light receiving element capturing probe light is decreased when the thermal lens is formed The 
level of photo thermal converting effect is changed depending on the concentration of a measurement object and 
therefore the measurement object can be quantified by measuring the level of the reduction of the above described 
light amount. Actually, for improving the S/N ratio, the excitation light is chopped, and a change in the amount of the 
probe light synchronized with its frequency is detected with a lock-in amplifier in general 

[0247] For a capillary having the wide and depth of about 1 to 1000 urn, the optical distance in the front-to-back 
direction of the plate face of the analyzing cartridge 1 (not necessarily at right angles to the plane face of the analyzing 
cartndge 1 ), namely the optical length in a perpendicular or slanting direction relative to the flow of the liquid can not 
be much longer than the depth of the groove, but if the photo thermal converting detection method is used the meas- 
urement object can be detected in sufficiently high sensitivity even with this level of optical length 
[0248] If the photo thermal converting detection method is adopted, a complicated channel structure for providing a 
long opt,ca distance is not required, thus making it possible to produce the analyzing cartridge 1 inexpensively, which 
-s preferable. Ateo, detection can be conducted using a detection device with an inexpensive and simple optical system 
such as a combination of a semiconductor laser and a photodiode, which is preferable 

[0249] For the detection device using the photo thermal converting detection method, an excitation light source that 
has wavelengths absorbed by the detection object and is provided with outputs strong enough to form the thermal lens 
s required. For the exc.tat.on light source, light with required wavelengths may be taken out from a xenon lamp or the 
like by a prism, or a laser having wavelengths capable of exciting the detection object may be used 
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[0250] For the laser, a He-Ne laser anAr laser, a carbon dioxide laser a YAG laser or the like is used, but if a 
semiconductor laser is used, the detection device can be downsized, and thus the laser is suitable for uses such as 
POC analyses and the like. A condenser lens is needed so that the excitation light and probe light both come into a 
focus near the capillary channel, 
s [0251 ] A change in probe light is perceived by a photodiode, a CCD camera, and a photo multiplier tube . Furthermore, 
the photodiode is suitable for the downsizing of the detection device. 

[0252] On the other hand ; the excitation light is changed into pulse light of about 1 to 1 0 milliseconds by a chopper 
or the like, and only the change in probe light is detected by a lock-in amplifier or the like tuned with the chopper. The 
lock-in amplifier can be simplified with a single function semiconductor element or the like. Also, for the changing of 

'0 excitation light into pulse light, the semiconductor laser may be modulated electrically. 

[0253] In addition, when the probe light is detected, the lock-in amplifier is generally used, but means for shielding 
beams near the optical axes of pump light and probe light with a masking shield to detect only the probe light emitted 
by the thermal lens using the method of the dark field type photothermal converting spectroscopic analysis apparatus 
disclosed in Japanese Patent Laid-Open No. 9-229883 may also be adopted. Alternatively, the means may be replaced 

J 5 with an LSI with the function fixed for the pulse of excitation light. 

[0254] The detection object is not limited as long as it absorbs excitation light, but the detection object should be 
separated from other substances in the sample, particularly substances absorbing excitation light, substances absorb- 
ing probe light or substances having fluorescence at the wavelengths of probe light before photothermal converting 
detection is carried out. For the level at which excitation light is absorbed, it is preferable in terms of sensitivity that the 

20 molar absorptivity is approximately in the range of from 1000 to 1 00,000. 

[0255] The detection object absorbing no or little excitation light is converted into a substance absorbing excitation 
light (pigment for visible light) to be measured, with reactions using enzymes having the detection object as a substrate 
in combination. Alternatively, using an antibody against the detection object, the antibody or a secondary antibody is 
marked with a substance absorbing excitation light or an enzyme producing by reaction a substance absorbing exci- 

25 tation light to measure the substance absorbing excitation light directly produced or produced as a result of the enzyme 
reaction. 

[0256] For example, in the case where a biological material is detected as a detection object, the material can finally 
be converted into the following substances by way of hydrogen peroxide, with enzyme reactions using the detection 
object as a substrate in combination (Aoyama, N. Clinical Examination, 41: 1014 (1997)). 

30 [0257] That is, those substances are substances absorbing excitation light that are condensates of 4-aminoantipy- 
rinwithN-ethyl-N-(3-methylphenyl)-N , -acetylethylenediamine(EMAE) f N-ethyl-N-(3-methylphenyl)-N , -succinylethylen- 
ediamine (EMSE), N-ethyl-N-(3-sulfopropyl)-3, 5-dimethoxyaniline (DAPS), N-(3-sulfopropyl)-3,5-dimethoxyaniline 
(HDAPS), N-ethyl-N-(2-hydroxy-3-sulfopropyl)-3,5-dimethoxyaniline (DAOS), N-(2-hydroxy-3-sulfopropyl)- 
3,5-dimethoxyaniline (HDAOS), N-(2-hydroxy-3-sulfopropyl)-3,5-dimethoxyaniline (HSDA), N-ethyl-N-(2-hydroxy- 

35 3-sulfopropyl)-3-methylaniline (TOPS), N-ethyl-N-(2-hydroxy-3-sulfopropyl)-3-methylaniline (TOOS), N-ethyl-N-(2-hy- 
droxy-3-sulfopropyl)-3,5-dimetylaniline (MAPS), N-ethyl-N-(2-hydroxy-3-sulfopropyl)-3,5-dimethylaniline (MAOS), N, 
N-bis (4-sulfobutyl)-3,5-dimethylaniline (MADB), N.N-bis (4-sulfobutyl)-3,5-dimethoxyaniline (DADB) and the like, or 
substances absorbing excitation light such as bis {4-[N-3'-sulfo-n-propyl-N-ethyl] amino-2,6-dimethylphenyl} methane 
(Bis-MAPS-C2), bis {4-[N-3'-sulfo-n-propyl-N-n-propyl] amino^^-dimethylphenil} methane (Bis-MAPS-C2), bis {4-[N- 
3'-sulfo-n-propyl-N-n-butyl] amino-2 t 6-dimethylphenyl) methane (Bis-MAPS-C4). 

[0258] An analyzing cartridge 2 and a liquid feed control device 3 of the second embodiment of the present invention 
will now be described using the conceptual view shown in Figure 9. However, some parts are not shown for simplified 
explanation. 

[0259] The analyzing cartridge 2 comprises the following items. That is, they are a plane member 741 having grooves 
^5 on the lower face side, a cover sheet (not shown) bonded to the lower face of the plane member 741 , a sample storing 
reservoir 71 0 for plasma, total blood and the like, a sample diluent storing reservoir 709, a sample measurement vessel 
711 , a sample dissolving liquid storing reservoir 707, a diluting and mixing vessel 712, a first reagent storing reservoir 
704 for the measurement item 1 (e.g. total cholesterol), a second reagent storing reservoir 703 for the measurement 
item 1 , afirst reagent storing reservoir 706 for the measurement item 2 (e.g. glucose), a second reagent storing reservoir 
50 705 for the measurement item 2, liquid waste storing reservoirs 701 , 702 and 708, and capillaries connected for com- 
munication between reservoirs (shown by solid lines). 

[0260] Also, the liquid feed control device 3 comprises the following items. That is, they are couplers 721 to 727 
attached to the reservoirs, three-way valves 731 to 737, an air pressure pump 751 , and tubes (shown by solid lines) 
connecting the above described respective members. 
55 [0261] The reservoirs 701 to 709 and the diluting and mixing vessel 712 each comprise a through-hole of the plane 
member 741 , a cover sheet (not shown) bonded to the lower face of the plane member 741 , and a hydrophobic venting 
membrane (not shown) bonded to the upper face of the plane member 741 , and are formed so as to have a predeter- 
mined volume. A predetermined amount of non-fluid reagent (not shown) is fixed in a dried form in each reagent storing 
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reservoir 703 to 706. 

[0262] The reagent dissolving liquid storing reservoir 707 is filled with a reagent dissolving liquid (a common buffer 
of the measurement items 1 and 2. an aqueous solution of a surfactant and the like). The reservoir is filled with solution 

s «nilm T , r J 9 "' 6 3 ,r ° m 3 P ° rti0n Pa ° k With the re39em dissolvin 9 liauid encapsulated therein, the mech- 
5 anism thereof is neither described nor shown in Figure 9. «=...«,.. 

[0263] Similarly, the sample diluent storing reservoir 709 is filled with a sample diluent (a buffer in which a surfactant 

may be added, or which may have an almost same composition as the reagent dissolving reagent) from the portion 

pack wrth the sample diluent encapsulated therein. The samp.e storing reservoir 71 0 is forced by a throug hofe into 

.o se££r^ZT ed ,r0m ° UtSide ° f analyZin9 Cartrid9e 2 (,0ta ' b ' 00d 06 ^ ^ 3 P ' aSma 
J h he , sample measurement vessel 711 is ™»t a though-hole (it may be a through-hole, but preferably it is not 
, h 2; 6 T**** e ' iminati0n °' dSad SP3CeS) ' 3nd 15 3 9rOOVe that is identical in de P ,h ,0 tn * other channels 
Sled , a hl 9 r ' T • And ' VSSSel iS f ° med S ° th3t the area eX,endin 9 ,0 ,he i unction wit " th. side channe. con- 
nec ed I to the hqu.d waste stonng reservoir 708 has a predetermined volume, for example 0.7 u.1. As described previ- 

uremVn L S T! * " y PaSSi " 9 3 Standard solin th ™9" ». meas- 

™ "tlT* l ° thS measuremem vessel ™« channel through which the samp." is passed. 
[0265] The couplers 721 to 727 are attached to all the reservoirs 701 to 710 and the diluting and mixing vessel 712 
rom above the hydrophobic venting membrane. ,n Figure 9, the liquid feed device 3 is shown in such a manne that 
the device ,s separated from the analyzing cartridge 2 for convenience in explanation, but at the time of analysis the 

a pXS 

K mLZTl K 721 ,0 727 T 6aCh C ° nneC,ed ,0 the air pr6SSUre pum P 751 bv tubes ^ the three-way valves 
luZ^l ^ h ■ , " 9 ° Pened t0 thC ° UtSide - Futthsm ™> the air pressure pump 751 maybe a vacuum pump 

X^nl^f "T PUmP 751 and thS threM,av Valves 731 10 737 are comrolled °V the computer of mainbody 

r02Ml ThT^T "! r rr danCe ^ inf0rmati ° n r6C0rded " 3 with 8 tape ofthe like. " 

10268] The operations will be described below in chronological order. 

The , ,hr6 f ; o Way V3lVeS 731 ,0 737 are Closed Then ' the three - wa V "alve 732 is opened to the outside and the 
hree-way valve 733 ,s opened so that pressure from the air pressure pump 751 is transferred to the coupler 723 Z 
the reagent dissolvmg liqu id storing reservoir 707 (hereinafter described as "the portion between the atr Assure pump 

7lZT,l ^ y . J and re39ent reservoirs 7 °3 ^ 706 is discharged to the outside through the vent but the 
reagent dissolving hqu.d .s blocked by the vent. In other words, a fixed volume of reagent dissohL Nquid?s feoVnto 

^SSTTT T n ° n - f,Uid feagent fiX6d in 3 free2e - dried form * ^ch reaglm 
closed ^ 10 ™ 8 homo 9 enous rea 9 ent soluti °n- Then, the three-way valves 732 and 733 are 

t^ c 0 ou P .r726t coined 7J<7 T* * S ° ^ ^ ^ * Pr6SSUre P Ump 751 and 

eL Zr 7 0 is LZ lt^ V V ^ 734 iS ° pened ,0 the outside ' sam P |e in ^ «"Ple storing 
feed^lf J° h ,? ' qUld W3Ste $t0rin9 reS6rV0ir 708 ,hrou9h the sam P' e measurement vessel 711 The 

SSSfJ I h ' S Cam ! 0Ut f ° r 3 time '° ng en ° U9h 10 fi " ,he samplemeasurement vessel 711 with plasma and 
aZTe VuT^ ^K 734 and 736 ° l0Sed - Th6n ' Wh6n ,he P° rtion betw ^ *• air pressure pump 75? 
Lml P ? ?k IS ° Pened by ,he thr6e " Way ValVe 735 ' and ,he three - wa y valv * 7 37 is opened to the outside the 
away and m.xing wrth the plasma in the sample measurement vessel 711 se./^wniie carrying 

[0271 ] The a.r in the midway of the channel is discharged to the outside through the vent and when the dilutino and 

rt is blocked by the vent. The diluting and m.x.ng vessel 71 2 has been prepared with the ratio in volume to the samole 
measurementvessel711s^^^ ,ZlZTe 
dHuted at a predetermined dilution ratio b coliected in the diluting and mixing vesse, 712. 

731 to 737 are closed on a temporary basis way vaives 

75 2 1 72 s ] JnsS^ I"'* ™ V 732 and 737 ^ ° Pened S ° that P ressure from ^ * Pressure pump 
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from the junction of the first reagent solution and the diluted sample to the confluent with the second reagent solution 
corresponds to the reaction time for the first reagent solution, and the range extending from the confluent with the 
second reagent solution to the detection point (not shown) for analysis corresponds to the reaction time for the second 
reagent solution. This reaction time can be adjusted by setting predetermined values for the length of the channel and 
flow rate. 

[0274] The detection method is not particularly limited as long as it is a method suitable for analysis of the liquid in 
a fine groove, such as a thermal lens detection method (photothermal converting detection method) and a fluorometric 
method. For the optical detection method, detection is preferably carried out in channels that are not covered with 
couplers. That is, in Figure 9, detection is preferably carried out between the point at which the second reagent solution 
joins the mixture of the diluted sample and the first reagent solution and the liquid waste storing reservoir, and in the 
channels that are not covered with couplers 722 and 721 . 

(Experimental Example 1: Measurement of Anti-water Pressure of Hydrophobic Membrane) 

[0275] The anti-water pressure is measured at each average pore size for hydrophobic membranes of various kinds 
of materials. For the laboratory device for carrying out measurements, a device in which a disposable filter holder 810 
with a membrane 800 set therein is attached to the tip of a syringe 820 with an inner diameter of 5 mm. The effective 
diameter of the membrane 800 is 3 mm. Furthermore, Figure (b) in Figure 10 is a magnified sectional view of the filter 
holder 81 0 and the tip of the syringe 820. 

[0276] For the measurement of anti-water pressure, the syringe 820 is first put in a test solution 830, and the syringe 
820 is pushed against the a scale 840 while the syringe 820 is kept standing upright with its tip pointing upward, thereby 
carrying out a measurement. The air in the syringe 820 is pushed to the outside through the membrane BOO, and a 
test solution 830 starts to seep through the membrane 800 if the syringe 820 is further pushed to gradually increase 
the pressure, and a value indicated by the scale 840 is read. Measurements were carried out ten times for each item, 
and the average value thereof was defined as an anti-water pressure value. 

[0277] For the test solution 830, measurements were carried out for purified water (Japanese Pharmacopeia) and 
the reagent solution of the total cholesterol detection kit containing a surfactant (Trade name: Cholesterol E-HA Test 
Wako manufactured by Wako Pure Chemical Industry, Ltd.). Also, The membrane 800 is a PTFE membrane and a 
cellulose acetate membrane with the thickness of 1 50 jim, and the average size of the holes provided in the membrane 
800 is 0.5 urn and 0.1 ujn for both the PTFE membrane and cellulose acetate membrane. The results thereof are 
shown in Table 1 . 

[0278] The anti-water pressure of the reagent solution containing a surfactant was significantly low compared to 
water, irrespective of the material and average pore size of the membrane 800. Also, the smaller the average pore 
size, the higher was the anti-water pressure. 

[0279] On the other hand, with respect to the material, PTFE showed a high anti-water pressure at each average 
pore size even in the case of the reagent solution, and had sufficient performance as a venting membrane. In contrast 
to this, cellulose acetate showed a low anti-water pressure (insufficient hydrophobicity), and thus was not preferable 
as a venting membrane for a reagent solution containing a surfactant. 


(Table 1) 


Membrane Material 

PTFE 

Cellulose Acetate 

Pore size 1 ) 

0.5 

0.1 

0.5 

0.1 

Test Solution 

Water 

Reagent Solution 

Water 

Reagent Solution 

Water 

Reagent Solution 

Anti-Water Pressure 2 * 

3432 

1731 

5648 

3662 

37 

12 


1) unit: fim 

2) unit: g/cm' 


(Experimental: Reagent Dissolving Adjuvant) 

[0280] Commercially available reagent kits for use in diagnosis of blood components were used to examine dissolving 
time of reagents. A large number of holes with the diameter of 2 mm were bore in a PMMA plate with thickness of 2 
mm, a PTFE porous membrane was bonded to the one face of the PMMA plate in a same way as Example 4 described 
later, and 2 uJ of each reagent solution was put in the hole, followed by air-drying the same for 2 hours. The reagent 
kits that were used are as follows. 

GOT, GPT: TA-LN Kainos (Kainos Co., Ltd.). 
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ALP: ALP Kainos (Kainos Co., Ltd.). 

yGTP: EspayGTP (N) (Nipro Co., Ltd.) and Aquaauto Kainos 7GTP (Kainos Co.. Ltd.). 
t-Bil: HA Test Wako (Wako Pure Chemical Industries. Ltd.) and Espa TB (Nipro Co.. Ltd.). 
T. Choi: HA Test Wako (Wako Pure Chemical Industries, Ltd.). 

TG: HA Test Wako (Wako Pure Chemical Industries, Ltd.) and Aquaauto Kainos TG (Kainos Co Ltd ) 

LDH: LDH Kainos (Kainos Co., Ltd.). 

Glue: Determiner GL-E (Kyowa Medix Co., Ltd.). 

TP: Micro TP Test Wako (Wako Pure Chemical Industries, Ltd.) and Kainos Auto Series TP (Kainos Co.. Ltd.). 
ALB: ALB A (International Reagents Corporation). 

Cre: Determiner-L (Kyowa Medix Co. : Ltd.) and LType Wako (Wako Pure Chemical Industries, Ltd.). 

HDL-Chol: Determiner L (Kyowa Medix Co.. Ltd.) 

LDL-Chol: Chole Test LDL (Daiichi Pure Chemicals Co., Ltd.). 

[0281] Under microscopic examination, 2 uJ of pure water was added in each of the above described holes, and was 
left standing still to observe states of dissolution. Almost all reagents were dissolved homogeneously in a fewminutes 
the No. 1 reagent solution of glucose (Determiner GL-E) and the like were not solved completely leaving a slight amount 
of insoluble matter, or non uniform concentrations were observed although they were dissolved. 
[0282] Then, polyethylene glycol PEG 6000 was added in the No. 1 reagent solution of glucose (Determiner GL-E) 
so that the concentration was 1 .8 mg/100 ml, and operations for injecting, air-drying and re-dissolving the same were 
carried out in a same way as described above. However, an insoluble matter was left again. Bovine albumin was added 
in the No. 1 reagent solution so that the concentration was 2.1 mg/1 00 ml, but a very similar result was obtained 
[0283] However, when glycerin was added in the No. 1 reagent solution so that the concentrations were 0.1% 1% 
and 10%, and operations for injecting, air-drying and re-dissolving the same were carried out in a same way as de- 
scribed above, the No. 1 reagent solution was homogenously dissolved in a few minutes at any concentration. 

(Example 1) 

[0284] An example in which quantitative analysis of total cholesterol in blood serum was carried out using an ana- 
lyzing cartndge with two reagents of the total cholesterol detection kid (Trade Name: Cholesterol E-HA Test Wako 
manufactured by Wako Pure Chemical Industries, Ltd.), a reagent dissolving liquid and a diluent encapsulated therein 
and the standard serum (Determiner for Measurement of Standard Serum Lipid manufactured by Kyowa Medix Co ' 
Ltd.) was used as a calibration solution to correct the result of analysis will be described. Furthermore, for the method 
of feeding the liquid, a method using electroosomosis flows by application of voltage was used. 
[0285] The analyzing cartridge 4 that was used and analysis operations will be described referring to the drawings 
Figure 1 1 shows a channel pattern of a plane member 900, and Figure 1 2 shows the back face (face provided with no 
grooves) of the plane member 900 of Figure 11 . And, Figure 13 is a sectional view of a portion of a reagent storing 
reservoir 91 0 of the plane member 900, taken along the a-a' line of Figure 1 2, and is shown as an example for illustrating 
the structure of each reservoir. Thus, other reservoirs have almost same structures. 

[0286] The analyzing cartridge 4 was produced by a cover sheet 930 made of PMMA with the thickness of 0 3 mm 
was bonded to the plane member 900 having grooves with an acryl-based double faced adhesive tape (MC 2030 
manufactured by Nitto Denko Co. , Ltd.). Furthermore, the plane member 900 is a plane member made of PMMA resin 
formed through injection molding and having the thickness of 2 mm. 

[0287] Grooves a to m are all 50 urn in both width and depth, and a measurement vessel A is 2mm in diameter and 
50 u.m in depth. In addition, reservoirs 901 to 912 each comprise a through-hole with a diameter of 2 mm 
[0288] Of respective openings 91 3 to 924 of the reservoirs 901 to 912, the openings 914. 916 918 919and921 to 
924 are covered with a PTFE porous membrane 940. and the PTFE porous membrane constitutes a vent A PTFE 
porous membrane with the pore size of 0. 1 u^n manufactured by Advantec Toyo Co. . Ltd. (Product Number- T01 0A047A) 
was used for the PTFE porous membrane 940, and the porous membrane was bonded to the plane member 900 with 
a double-faced adhesive tape (Double-Faced Adhesive Tape for Bonding of Silicone Rubber No. 5302A manufactured 
by Nttto Denko Co., Ltd.). 

[0289] Furthermore, a coupler 960 is attached to a coupler fixing frame 962 provided in the periphery of the above 
described vent. An O-ring 963 provided on the coupler fixing frame 962 exists between the coupler 960 and the coupler 
fixing frame 962, whereby the coupler 960 is kept constant with the frame airtightly. A three-way valve (not shown) is 
connected to each coupler 960 through a tube 961 . Furthermore, each three-way valve is connected to a pressure 
pump (not shown) through a tube (not shown). 

[0290] Also, as shown in Figures 12 and 13, a wiring 970 for application of voltage is formed by screen-printing of 
conductive paste because of the liquid feeding by electroosmotic flows. The wiring 970 is also printed on the inner wall 
of the reagent storing reservoir 910 by through-hole printing. The through-hole printing is a printing process that has 
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recently been developed for providing electrical conductivity between the back face and the front face of the multilayer 
printed board, and this technique is required also for the plane member 900 of this embodiment. 
[0291] A substance 950 obtained by drying reagents A and B of the total cholesterol detection kit into a solid is fixed 
in the PTFE porous membranes 940 of the reagent storing reservoirs 91 0 and 91 1 . For the method for fixing the solid 
reagent 950 in the PTFE porous membrane 940, a method in which an appropriate amount of solution with the reagent 
dissolved in an appropriate amount of solvent is dropped onto the PTFE porous membrane 940 by a dispausing device 
(e.g. Pixsys 3000 manufactured by BioDot Co., Ltd.), and is dried was adopted. The reagent solution may be prepared 
with its concentration being consistent with the protocol appended to the total cholesterol detection kit, but more pref- 
erably, the concentration is increased by a factor of 2 to 3 to reduce the amount of liquid. 

[0292] A pillow pack (not shown) in which about 100 u.l of buffer for diluting the sample and calibration solution (e. 
g. 0.1 wt% of Triton X-1 00 solution, or phosphate buffer PBS containing 0.1 wt% of Triton X-100 solution) is encapsu- 
lated is inserted into the reservoir 901, and a pillow pack (not shown) with the standard serum encapsulated therein 
as a calibration solution is inserted into the reservoir 903. 

[0293] Also, a pillow pack (not shown) in which about 100 ^l of reagent dissolving liquid for dissolving the solid 
reagent 950 is encapsulated is inserted into the reservoir 908. At the time of analysis, the above described pillow packs 
are broken by a piston (not shown) installed in the analysis apparatus with the analyzing cartridge 4 mounted thereon 
to let the contained liquids flow into the reservoirs 902, 904 and 909. 

[0294] A filter (not shown) for separating blood cells of the sample (GF-D manufactured by Whatman Co., Ltd. about 
20 mm long and 5 mm wide) is attached to the reservoir 905. At the time of analysis, the collected sample is dropped 
into the reservoir 905, and the reservoir 905 is pressurized by the pressure pump, whereby the plasma after blood 
cells are filtered away is flown into the measurement vessel A. 
[0295] The analysis procedure will be described below. 

1) Sampling 

50 u.l of sample (blood) is collected from the subject, and is dropped into the reservoir 905. 

2) Setting of Analyzing Cartridge 4 

The analyzing cartridge 4 is mounted on an analysis apparatus having functions to perform a variety of oper- 
ations for the detection device and analyzing cartridge 4. 

3) With the three-way valve of the reservoir 909 being opened, and the three-way vafves of the reservoirs 902, 
904 to 907 and 910 to 912 being closed, the pillow pack containing the reagent dissolving liquid of the reservoir 

908 is broken with the piston of the analysis apparatus to let the reagent dissolving liquid flow into the reservoir 909. 

4) Preparation of Reagent Solution 

With the three-way valves of the reservoirs 910 and 911 being opened, pressure is applied to the reservoir 

909 to fill the reservoirs 910 and 911 with the reagent dissolving liquid to dissolve the solid reagent 950. At this 
time, the air in the reservoirs 91 0 and 91 1 is discharged through the PTFE porous membrane 940, but the reagent 
dissolving liquid is prevented from being leaked to the outside from the hydrophobic PTFE porous membrane 940. 
As a result, a certain amount of reagent dissolving liquid is introduced into the reservoir, and therefore a reagent 
solution in a certain concentration is prepared. Finally, for the purpose of turning on electricity, the three-way valve 
of the reservoir 912 is slightly opened, and the groove m is wetted with a liquid. 

5) Measurement of calibration Solution 

With the three-way valves of the reservoirs 909 to 91 2 being closed, and the three-way valve of the reservoir 
904 being opened, the pillow pack containing the calibration solution of the reservoir 903 is broken with the piston 
of the analysis apparatus to let the calibration solution flow into the reservoir 904. With the three-way valve of the 
reservoir 906 being opened, pressure is applied to the reservoir 904 to fill the measurement vessel A with the 
calibration solution to measure and collect 0.157 ^il of solution. Excess calibration solution is stored in the liquid 
waste storing reservoir 906 (In the liquid waste storing reservoir 906, a water absorbing pad may be provided). 

6) Dilution of Calibration Solution 

With the three-way valves of the reservoirs 904 and 906 being closed, and the three-way valve of the reservoir 
902 being opened, the pillow pack containing the diluent (buffer) of the reservoir 901 is broken with the piston of 
the analyzing apparatus to let the diluent flow into the reservoir 902. Then, with the three-way valve of the diluting 
vessel 907 being opened, pressure is applied to the reservoir 902 to let the diluent flow into the diluting vessel 907 
with a volume of 6.28 jxf together with the calibration solution of the measurement vessel A. At this time, the air in 
the diluting vessel 907 is discharged through the PTFE porous membrane 940, but the calibration solution and 
diluent are prevented from being leaked to the outside from the hydrophobic PTFE porous membrane 940. 

In this way, 0.157 u.l of calibration solution and 6.126 uJ of diluent are introduced into the diluting vessel 907, 
and thereby diluted calibration solution diluted by a factor of 40 is prepared. Finally, for the purpose of turning on 
electricity, the three-way valve of the reservoir 909 is slightly opened, and the groove f is wetted with a liquid. When 
the feeding of the liquid is carried out by means of pneumatic pressure or gravity, this operation is not required. 
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7) Feeding of Diluted Calibration Solution and Reagent Solution, Reaction and Detection 
With the three-way valve of the reservoir 902 being closed, and the three-way valves of the reservoirs 907 

and 910 to 912 being opened, voltage is applied to each reservoir, and the resulting electroosmotic flow is used 
to feed, mix and react each solution. Each applied voltage is adjusted so that a flow rate corresponding to a 
predetermined mixing ratio of the diluted calibration solution and two reagent solutions is obtained The reaction 
product is quantitatively detected by the detection portion. D of the thermal lens detection device installed in the 
analysis apparatus. The liquid waste after the reaction is completed is stored in the liquid waste storing reservoir 
912, and is not discharged to the outside of the analyzing cartridge 4. 

8) Cleaning of Measurement Vessel A and Diluting Vessel 907 
With the three-way valves of the reservoirs 91 0 to 912 being closed, pressure is applied to the reservoir 902 

to feed the diluent into the measurement vessel A. Thereby, the measurement vessel A is cleaned with the diluent 
and the diluent after cleaning is stored in the diluting vessel 907. With the reservoir 902 being closed and the 
reservoir 912 being opened, pressure is applied to the diluting vessel 907 to feed the diluent after cleaning into 
the reservoir 912. The above operations carried out three times to wash the measurement vessel A and the dilutina 
15 vessel 907. a 

9) Filtration and Measurement of Sample 

With the three-way valves of the reservoirs 902, 904, 907 and 909 to 912 being closed, and the three-way 
valve of the reservoir 906 being opened, pressure is applied to the reservoir 905 to fill the measurement vessel 
Awith the sample while blood cells of the sample filtered away, and 0. 1 57 uJ of sample is measured and collected 
The excess sample is stored in the liquid waste storing reservoir 906. 

10) Dilution of Sample 

With the three-way valves of the reservoirs 905 and 906 being closed, and the three-way valve of the diluting 
vessel 907 being opened, pressure is applied to the reservoir 902 to let the diluent flow into the diluting vessel 907 
with a volume of 6.28 ul together with the sample in the measurement vessel A. At this time, the air in the dilutinq 
vessel 907 is discharged through the PTFE porous membrane 940, but the diluent is prevented from being leaked 
to the outside from the hydrophobic PTFE porous membrane 940. In this way, 0.157 ul of sample and 6 126 ul of 
diluent are introduced into the diluting vessel 907, and thereby a diluted sample diluted by a factor of 40 is prepared 

11 ) Feeding of Diluted sample and reagent Solution, Reaction and detection 
With the three-way valve of the reservoir 902 being closed, and the three-way valves of the reservoirs 907 

and 910 to 912 being opened, voltage is applied to each reservoir, and the resulting electroosomotic flow is used 
to feed, mix and react each solution. Each applied voftage is adjusted so that a flow rate corresponding to a 
predetermined mixing ratio of the diluted sample and two reagent solutions is obtained (as in the case of the diluted 
ca .brat.on solution). The reaction product is quantitatively detected by the detection portion D of the thermal lens 
detect™ device installed in the analysis apparatus. The liquid waste after the reaction is completed is stored in 
the hquid waste storing reservoir 91 2, and is not discharged to the outside of the analyzing cartridge 4 ■ 

12) Calculation of Values Measured by Analysis 
A calibration curve is prepared based on values measured by analysis of the calibration solution of which total 

cholesterol value is known, and thereby the total cholesterol value is determined from the value measured by 
analyse of the sample. For detection methods, the method described in International Publication WO/64846 bv 

Mm" Tft T th ! "I 6 C3n be ad0pt6d * 8 result of this Exam P' e ' the concentration of total cholesterol was 
98 mg/dl On the other hand, as a result of analyzing the sample directly by a "hand method" that is generally used 
at clinical laboratories and the like, the concentration was 104 mg/dl. 

(Example 2) 

[0296] Another example in which the quantitative analysis of total cholesterol in the blood serum was carried out 
using an analyzing cartridge as in the case of Example 1 will be described. However, in this example, a method using 
air pressure was used as the method of feeding the liquid. 

?H | F °[ ana 'y zin 9. cartrid 9 e 5. a cartridge same as that of Figures 1 1 , 1 2 and 1 3 (Example 1 ) was used except 
that no electrodes and winngs are provided, and therefore this example will be described using FIGS 11 12 and 13 
as well. In addition, various kinds of operations and procedures are also almost identical to those of Example 1 and 
therefore the analyse procedures will be described below only for differences relative to Example 1 . 

1)to 3) 

The procedures are identical to those of Example 1 
4) Preparation of Reagent Solution 

not Trr'eTo'uf ^ ^ ^ * 1 ' ^ th ° ° Perati ° n ° f WGtting the 9r00ve m with a lic > uid is 
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5) Filtration and Measurement of Sample 

The procedures are identical to those of Example 1 . 

6) Dilution of Sample 

The procedures are same as those of Example 1 , but the operation of wetting the groove f with a liquid is not 
5 carried out. 

7) Feeding of Liquid, Reaction and Detection 

With the three-way valve of the reservoir 902 being closed : and the three-way valve of the reservoir 912 being 
opened, predetermined air pressure is applied to the three-way valves of the reservoirs 907, 910 and 911 to feed, 
mix at a predetermined ratio and react the liquid. Each mixing ratio is adjusted by applied pressure. The reaction 
10 product is quantitatively detected by the detection portion D of the thermal lens detection device installed in the 

analysis apparatus. The liquid waste after the reaction is completed is stored in the liquid waste storing reservoir 
912, and is not discharged to the outside of the analyzing cartridge 5. Furthermore, a water absorbing pad may 
be provided in the liquid waste storing reservoir 912. 

'5 (Example 3) 

[0298] The method of producing the analyzing cartridge 4 as described above and the method of dissolving reagents 
in the analyzing cartridge 4 will be described in detail. 

20 1 ) Description of Plane Member 900 

Injection molding using PMMA resin was carried out to obtain the plane member 900 constituting the analyzing 
cartridge 4. This plane member 900 is 2 mm in thickness, and has a groove pattern as shown in Figure 11. The 
grooves a to m are all 50 ujti jn both width and depth. And, it comprises a recess well having a diameter of 2 mm 
and depth of 50 u,m, and the recess well constitutes the measurement vessel A. Also, it has through-holes each 

25 having a diameter of 2 mm, and the through-holes constitute reservoirs 901 to 912. 

2) Press of Venting Membrane 

Using a cyclic mold having an outer diameter of 4 mm and inner diameter of 3 mm (width of 1 mm), the PTFE 
porous membrane 940 was pressed to deprive the pressed portions of porosity. The press was conducted in 
accordance with the locations of the through-holes (reservoirs 901 to 912) in the plane member 900 so that the 
30 portions deprived of porosity by being pressed surround each through hole. For the press conditions, the temper- 

ature is 20°C and pressure is 176 MPa. 

The pressed portion is a non-gas permeable portion, and therefore in the PTFE porous membrane 940, the 
gas is not passed in the lateral direction. 

Furthermore, for the PTFE porous membrane 940, a PTFE with the pore size of 0.1 u,m manufactured by 
35 Advantec Toyo Co., Ltd. (Product Number: T010A047A) was used. 

3) Bonding of Venting Membrane 

The PTFE porous membrane 940 pressed as described above was bonded to the plane member 900 using 
a double-faced adhesive tape. For this double-faced adhesive tape, Double-faced Adhesive Tape for Bonding 
Silicone Rubber No. 5302 A manufactured by Nitto Denko Co., Ltd. was used. However, a circular hole having the 
«> diameter of 2 mm is provided in the position in the double-faced adhesive tape corresponding to each through- 

hole of the plane member 900. 

4) Dispensation of Reagent Solution 

The reagent solution was dispensed into the reservoirs 91 0 and 911 of the plane member 900 with the venting 
membrane bonded thereto. Using Pixsys 3000 manufactured by BioDot Co., Ltd. for the dispensing device, the 
* 5 reagent solution was doted onto the PTFE porous membrane 940 from the plane member 900 side. Furthermore, 

the concentration of the reagent solution and the amount of injection are set so that the concentration of the reagent 
in a reagent dissolving liquid can be a predetermined concentration when each reservoir is filled with the reagent 
dissolving liquid. 

5) Drying of Reagent Solution 

50 Tne P lan e member 900 with the reagent solution dispensed therein was left standing still for about an hour at 

20°C and 30% RH, thereby vaporizing water to dry the solution to fix the reagent on the PTFE porous membrane 
940. If the solution is dried under a reduced pressure, it can be dried in about ten minutes, but some caution is 
required to prevent the bumping of the reagent solution. 

6) Mounting of. Portion Pack 

>5 A portion pack having encapsulated therein about 1 00 uJ of reagent dissolving liquid for dissolving each reagent 

was prepared, and was mounted in the position of the reservoir 908 of the plane member 900. For the reagent 
dissolving liquid, a solution obtained by dissolving Triton X100 in distilled water in a concentration of 1 wt% was 
used. 
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7) Bonding of Cover Sheet 930 

The cover sheet 930 made of PMMA with a thickness of 300 urn was bonded to the plane member 900 proc- 
essed as described above to complete the analyzing cartridge 4. The cover sheet 930 and the plane member 900 
were bonded together using an acryl based double faced adhesive tape (MC 2030 manufactured by Nitto Denko 
* Co., Ltd.). 

Furthermore, the process of producing analyzing cartridge capable of analysis for a plurality of analysis items 
is same as the process described previously (See Figure 7). Even a large number of reagents can be injected at 
a time with the above described dispensing device (Pixsys 3000), and the production is effective. 

8) Feeding of Diluent and Dissolution of Reagent 

to 

[0299] The analyzing cartridge 4 was mounted on the analysis apparatus having a piston to push the portion pack, 
and a coupler for applying pressure to the vent was attached to the reservoir 909. The portion pack of the reservoir 
908 was pushed with the above described piston to let the reagent dissolving liquid flow into the reagent dissolving 
liquid dropping reservoir 909. Subsequently, the vent of the reservoir 909 was pressurized with the coupler to feed the 
'5 reagent dissolving liquid into reservoirs 910 and 911 . Then, the air in the reservoirs 910 and 911 was purged, and the 
reservoirs 910 and 911 were filled with the reagent dissolving liquid to dissolve the reagent in the reservoirs 910 and 
911 , whereby reagent solutions in a predetermined concentration was prepared. 

(Example 4) 

20 

[0300] An example in which pressure was applied to the portion of the venting membrane surrounding the opening 
of the reservoir, whereby the air was prevented from being passed in the lateral direction in the venting membrane to 
control with high accuracy the feeding of the liquid in the analyzing cartridge will be described in detail referrinq to 
FIGS. 14 and 15. 

« [0301 ] A plane member 1 000 made of PMMA with the thickness of 2 mm was formed by injection molding. This plane 
member 1000 is provided with three through-holes each having a diameter of 2 mm, and the through-holes commu- 
nicate with one another through a groove 1001 with the width of 100 u,m and the depth of 50 |j.m. 
[0302] A cover sheet 1 003 made of PMMA with the thickness of 0.3 mm was bonded to the face of this plane member 
1000 having the groove 1001. Also, a venting membrane 1002 was bonded to the other face using a double-faced 

30 adhesive tape (No. 5302 A manufactured by Nitto Denko Co., Ltd.). Then, a valued coupler 1 004 was attached to the 
above described other face of the plane member 1000 in such a manner as to cover the openings of reservoirs A. B 
and C constituted by the above described through-holes to prepare the analyzing cartridge. 

[0303] For the venting membrane 1002, a PTFE porous membrane with the pore size 0.1 urn (Product Number: 
T01 0A047A manufactured by Advantec Toyo Co. , Ltd.) was used. And, a cyclic portion 1 005 of the venting membrane 
35 1002 surrounding the openings of the reservoirs B and C has been pressed under a pressure of 176 MPa at 20°C, 
and thus the cyclic portion 1005 is deprived of porosity (See Figure 15). 

[0304] With the valve of the reservoir B being opened, and the valve of the reservoir C being closed, pressure was 
applied to 1% aqueous solution 1006 of Triton X100 (Wako Pure Chemical Industries, Ltd.) in the reservoir A, thereby 
feeding the aqueous solution 1006 from the reservoir A to the reservoir B. Because the cyclic portion 1005 of the 
40 venting membrane 1002 surrounding the openings of the reservoirs B and C is deprived of porosity, air could not be 
passed in the lateral direction in the venting membrane 1002. Thus, air could not be leaked from the opening of the 
reservoir C through the membrane 1002 to the coupler 1004 of the reservoir B. As a result, the reservoir B could be 
filled with the aqueous solution 1006 with no aqueous solution 1006 being fed into the reservoir C (See Figure 14). 
Furthermore, in Figure 14, the air behaviors (flows) are shown by arrows 

45 

(Comparative Example) 

[0305] An analyzing cartridge was prepared in a same way as the above described Example 4. However, the venting 
membrane 1 002 has not been pressed, and thus air could be passed in the lateral direction in the venting membrane 
50 1 002. 

[0306] With the valve of the reservoir B being opened, and the valve of the reservoir C being closed, pressure was 
applied to 1% aqueous solution 1006 of Triton X100 (Wako Pure Chemical Industries, Ltd.) in the reservoir A. thereby 
feeding the aqueous solution 1006 from the reservoir A to the reservoir B. However, because air could be passed in 
the lateral direction in the venting membrane 1 002, air was leaked from the reservoir C through the venting membrane 
55 1 002 to the coupler 1 004 of the reservoir B as shown by the arrow. As a result, despite the fact that the valve of the 
reservoir C was closed, the aqueous solution 1006 was also fed into the reservoir C (See Figure 16). 
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Industrial Applicability 

[0307] As described above, if the analyzing cartridge of the present invention is used. POC analysis and the like can 
be carried out with very small amounts of sample and reagent, conveniently, for a short time and inexpensively. Also, 
5 management of reagents and maintenance carried out by the analysis operator at the time of analysis can be relieved. 
In addition, there are little limitations for the detection reaction, and analysis for a large number of items can be per- 
formed at a time. 

[0308] Also, according to the liquid feed control device, the feeding of liquids such as a sample and reagent solutions 
in the above described analyzing cartridge can be controlled with high accuracy, and the liquid feed control device can 
10 be produced inexpensively. 


Claims 

'5 1 . An analyzing cartridge having a plurality of reservoirs and a capillary connected for communication between these 
reservoirs, characterized in that at least one of said reservoirs is provided with openings leading to the outside 
of the analyzing cartridge, at least one of the openings is covered with gas-permeable/non-liquid-permeable vents, 
and the analyzing cartridge is provided therein with reagents for use in analysis. 

20 2. The analyzing cartridge according to claim 1 , characterized in that said reagent is provided in at least one of said 
reservoirs provided with said openings covered with said vents. 

3. The analyzing cartridge according to claim 1 or 2, characterized in that at least a part of said reagent is deprived 
of fluidity. 

25 

4. The analyzing cartridge according to any of claims 1 to 3, characterized in that said vent is composed of a 
hydrophobic member having pores. 

5. The analyzing cartridge according to claim 4, characterized in that said hydrophobic member having pores is a 
30 hydrophobic porous membrane. 

6. The analyzing cartridge according to claim 5, characterized in that said openings of a plurality of reservoirs are 
covered with a common hydrophobic porous membrane to form respective vents, and for said hydrophobic porous 
membrane, the portions located between reservoirs are deprived of porosity. 

35 

7. The analyzing cartridge according to claim 6, characterized in that for said hydrophobic porous membrane, the 
portions located between reservoirs are deprived of porosity by applying pressure to the portions. 

8. The analyzing cartridge according to any of claims 1 to 7, characterized in that said analyzing cartridge comprises 
a sample storing reservoir for storing a liquid sample, a diluent storing reservoir for storing a diluent for diluting 
said sample, a measuring reservoir for measuring said sample, and a diluting reservoir for mixing said diluent with 
said measured sample to dilute the same, and 

that said capillary is connected for communication between said measuring reservoir and said sample storing 
reservoir, said diluent storing reservoir and said diluting reservoir, respectively. 

9. The analyzing cartridge according to any of claims 1 to 7, characterized In that said analyzing cartridge comprises 
a calibration solution storing reservoir for storing a calibration solution for calibrating the result of analysis, and a 
sample storing reservoir for storing a liquid sample, a diluent storing reservoir for storing a diluent for diluting said 
calibration solution and said sample, a measuring reservoir for measuring said calibration solution and said sample, 
and a diluting reservoir for mixing said measured calibration solution or said measured sample with said diluent 
to dilute the same, and 

that said capillary is connected for communication between said measuring reservoir and said calibration 
solution storing reservoir, said sample storing reservoir, saiddiluent storing reservoir and said diluting reservoir, 
respectively. 

10. A method of producing the analyzing cartridge according to any of claims 1 to g, characterized by comprising: 
a plane plate processing step of providing through-holes at the positions corresponding to said reservoirs of 
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a plane member and providing a groove at the position corresponding to said capillary of one plate face of the 
plane member; 

a vent forming step of covering with said vent the plate face of said plane member that does not have said 
groove; 

a reagent introducing step of introducing said reagent into said through-hole corresponding to the reagent 
storing reservoir for storing said reagent : from the plate face of said plane member having said groove; and 
a covering step of covering with a cover sheet the plate face of said plane member having said groove to form 
said reservoir and said capillary. 

11. A method of producing the analyzing cartridge according to claim 4 or 5, characterized by comprising: 


a plane plate processing step of providing through-holes at the positions corresponding to said reservoirs of 
a plane member and providing grooves at the position corresponding to said capillary of one-plate face of the 
plane member: 

a vent forming step of covering the plate face of said plane member that does not have said groove with said 
hydrophobic member having pores or said hydrophobic porous membrane; 
a reagent introducing step of introducing said reagent into said through-hole corresponding to the reagent 
storing reservoir for storing said reagent, from the plate face of said plane member having said groove; and 
a covering step of covering with a cover sheet the plate face of said plane member having said groove to form 
20 said reservoir and said capillary. 

12. A method of producing the analyzing cartridge according to claim 3, characterized in that after the solution of 
said reagent is stored in said reservoir provided with said vent, the solution of said reagent is deprived of fluidity 
by drying the same. 


13. The method of producing the analyzing cartridge according to claim 12. characterized by comprising: 

a plane plate processing step of providing through-holes at the positions corresponding to said reservoirs of 
a plane member and providing grooves at the position corresponding to said capillary of one plate face of the 
30 plane member; 

a vent forming step of covering the plate face of said plane member that does not have said groove with a 
hydrophobic member having pores or a hydrophobic porous membrane; 

a reagent introducing step of introducing the solution of said reagent into said through-hole corresponding to 
the reagent storing reservoir for storing said reagent, from the plate face of said plane member having said 
groove, and depriving the solution of the reagent of fluidity by drying the same; and 
a covering step of covering with a cover sheet the plate face of said plane member having said groove to form 
said reservoir and said capillary. 


1 4. A liquid feed control device that is attached to the analyzing cartridge according to any of claims 1 to 9 and controls 
the feeding of a liquid between said any reservoirs via said capillary, characterized by allowing or regulating the 
entry/exit of a gas via said vents, thereby letting said liquid flow into said reservoirs or letting said liquid flow from 
said reservoirs via said capillary. 

15. The liquid feed control device according to claim 14, characterized by comprising valves placed in positions 
opposite to said reservoirs with said vents therebetween, in which the entry/exit of the gas via said vents is allowed 
or regulated by the valves. 

16. The liquid feed control device according to claim 14, characterized by comprising couplers placed in the positions 
opposite to said reservoirs with said vents therebetween, and attached to said vents in such amanner as to cover 
said openings, pumps coupled to said couplers, and valves placed between said couplers and said pumps, in 
which the entry/exit of the gas via said vents is allowed or regulated by at least one of said pump or said valve. 

17. The liquid feed control device according to any of claims 14 to 16, characterized by allowing or regulating the 
entry/exit of the gas to said reservoirs of which openings are not covered with said vents, thereby controlling the 

55 outflow of said liquid from said reservoirs via said capillary. 

1 8. A method of analyzing a sample using the analyzing cartridge according to claim 3, characterized by comprising: 
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a reagent dissolving step of feeding a reagent dissolving liquid from a reagent dissolving liquid storing reservoir 
in which said reagent dissolving liquid for dissolving said non-fluid reagent is stored to the reagent storing 
reservoir in which said non-fluid reagent is stored through said capillary, and dissolving said non-fluid reagent 
to prepare a reagent solution immediately before analysis is carried out. 

5 

19. The method according to claim 18, characterized by comprising a mixing/reacting step of mixing and reacting 
together said sample which is liquid and said reagent solution in said reagent storing reservoir using said capillary. 

20. A method of analyzing a sample using the analyzing cartridge according to claim 8, characterized by comprising: 

jo 

a sample measuring step of measuring said sample by feeding said sample from said sample storing reservoir 
into said measuring reservoir; and 

a sample diluting step of feeding said diluent from said diluent storing reservoir into said measuring reservoir, 
thereby feeding said diluent and said sample in said measuring reservoir into said diluting reservoir to mix 
,5 said sample and said diluent together to dilute said sample. 

21 . A method of analyzing a sample using the analyzing cartridge according to claim 9, characterized by comprising: 

a calibration solution measuring step of measuring said calibration solution by feeding said calibration solution 
20 from said calibration solution storing reservoir into said measuring reservoir; 

a calibration solution diluting step of feeding said diluent from saiddiluent storing reservoir into saidmeasuring 

reservoir, thereby feeding said diluent and said calibration solution in said measuring reservoir into said difuting 

reservoir to mix said calibration solution and said diluent together to dilute said calibration solution; 

a calibration solution analyzing step of reacting said diluted calibration solution with said reagent to obtain the 
P5 value measured by analysis of said diluted calibration solution; 

a sample measuring step of measuring said sample by feeding said sample from said sample storing reservoir 

into said measuring reservoir; 

a sample diluting step of feeding said diluent from said diluent storing reservoir into said measuring reservoir, 
thereby feeding said diluent and said sample in said measuring reservoir into said diluting reservoir to mix 
30 said sample and said diluent together to dilute said sample; 

a sample analyzing step of reacting said diluted sample with said reagent to obtain the value measured by 
analysis of said diluted sample; and 

a calibrating step of calibrating the value measured by analysis of said sample using the value measured by 
analysis of said calibration solution. 

35 
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FIG. 1 
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FIG. 3 
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FIG. 8 
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FIG. 1 0 
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